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United States Patent and Trademark 
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2011 South Clark Place Room 

CP2/5C24 

Arlington, VA 22202 
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1. The designated Office is hereby notified of its election made: 

{ X I in the demand filed with the International preliminary Examining Authority on: 

28 November 2000 (28.11.00) 



I I in a notice effecting later election filed with the International Bureau on: 



2. The election | X | was 

{ I was not 

made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 
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The International Bureau of WlPO 




34, chennin des Colombettes 






1211 Geneva 20, Switzerland 


J. Zahra 
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PATENT COOPERATION TRF IJY 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
2654WO0P 


SeeNotiricationofTransmittaloflntemational Preliminary 
FOR FURTHER ACTION Examination Report (Form PCT/IPEAy4 1 6) 


International application No. 

PCT/JPOO/06937 


International filing date {day/month/year) 
05 October 2000 (05.10.00) 


Priority date {day/month/year) 

07 October 1999 (07.10.99) 


International Patent Classification (IPC) or national classification and IPC 

C07D 401/14, 405/14, 409/14, A61K 31/4709, 31/496, 31/497, A61P 43/00, 1/00, 3/10, 13/12, 35/00 


Applicant 

TADEKA CHEMICAL INDUSTRIES, LTD. 



1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 


2. This REPORT consists of a total of 5 sheets, includina this cover sheet. 


□ 


This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 


3. This report contains indications relating to the following items: 


I 




Basis of the report 


II 


□ 


Priority 


111 




Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 


IV 


□ 


Lack of unity of invention 


V 


El 


Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


VI 




Certain documents cited 


VII 


□ 


Certain defects in the international application 


VIII 


□ 


Certain observations on the international application 



Date of submission of the demand 

28 November 2000 (28.11.00) 


Date of completion of this report 

17 July 2001 (17.07.2001) 


Name and mailing address of the IPEA/JP 
Facsimile No, 


Authorized officer 
Telephone No. 



Form PCT/IPEA/409 (cover sheet) (July 1998) 




^mational application No. 



INTERNATIONAL PREfc..^lINARY EXAMINATION REPORT i PCT/JPOO/06937 



I. Basis of the report 



1. With regard to the elements of the international application:* 
^ the international application as originally filed 

I I the description: 

pages » ^ originally filed 

pages , filed with the demand 

pages . filed with the letter of 



I I the claims: 

pages ^ ' ^ originally filed 

pages , as amended (together with any statement under Article 19 



pages 



, filed with the demand 



pages ^, filed with the letter of 

I I the drawings: 

pages • ^ originally filed 

pages » ^»*cd with the demand 

pages , filed with the letter of 



I I the sequence listing part of the description: 

pages » as originally filed 

pages . filed with the demand 

pages , filed with the letter of _:_ 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless othenvise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

I I the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
I I the language of publication of the international application (under Rule 48,3(b)). 

I I the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

I I contained in the international application in written form. 

I I filed together with the international application in computer readable form. 

I I fijmished subsequently to this Authority in written form. 

I I furnished subsequently to this Authority in computer readable form. 

I I The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 

international application as filed has been ftjrnished. 
^ The statement that the information recorded in computer readable form is identical to the written sequence listing has 

been furnished. 

4. 03 amendments have resulted in the cancellation of: 

I I the description, pages 

I 1 the claims, Nos. . 



I I the drawings, sheets/fig . 



I — I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17), 

** Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 



, :>., '"^mational application No. 

INTERNATIONAL PRE. ilNARY EXAMINATION REPORT |^ ■ PCT/JPOO/06937 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



I. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

I I the entire international application. 



claims Nos. 36 



because: 



the said international application, or the said claims Nos. 36_ 



relate to the following subject matter which docs not require an international preliminary examination (specify): 
The subject matter of claim 36 relates to a method for treatment of the human body by therapy. 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. are so inadequately supported 
by the description that no meaningful opinion could be formed. 

R?| no international search report has been established for said claims Nos. 36 . 



2. A meaningful international preliminar>' examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 



[ [ the written form has not been furnished or does not comply with the standard. 

I I the computer readable form has not been furnished or does not comply with the standard. 



Form PCT/IPEA/409 (Box HI) (July 1998) 



. N . ^mational application No. 

INTERNATIONAL PREs. JlNARY EXAMINATION REPORT | J PCT/JPOO/06937 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) Claims 1-35^37,38 YES 

Claims NO 

Inventive step (IS) Claims 1-35,37,38 YES 

Claims NO 

Industrial applicability (lA) Claims 1-35,37,38 YES 

Claims NO 



2. Citations and explanations 

Document 1: WO, 95-14666, Al 
Document 2: WO, 96-38471, Al 



Explanation: 

Documents 1 and 2 cited in the ISR neither describe nor suggest the compounds described in claim 1 
or that the compounds have somatostatin receptor coupling inhibitory action. So, the subject matters of 
claims 1-35, 37 and 38 appear to be novel and to involve an inventive step. 



Form PCT/ lPEA/409 (Box V) (July 1998) 



INTERNATIONAL PRL! JvllNARY EXAMINATION REPORT 



^^^mational application No. 

PCT/JPOO/06937 



VI. Certain documents cited 



1. Certain published documents (Rule 70.10) 



Application No. 
Patent No. 



Publication date 
(day/month/year) 



Filing date 
(day/month/year) 



WO 99/52875 Al 21 October 1999 (21.10.1999) 08 April 1999 (08.04.1999) 
[EX] 



Priority date (valid claim) 
(day/month/year) 



07 April 1998 (07.04.1998) 



2. Non-written disclosures (Rule 70.9) 

Date of written disclosure 

Kind of non-written disclosure Date of non-written disclosure referring to non-written disclosure 

(day/month/year) (day/month/year) 



Form PCT/IPEA/409 (Box VI) (July 1998) 
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Sheet No. 



Continuation ofBoxNo. Ill ^JRTHER APPUCANT(S) 


AND/OR (FURTH 1 

' .■ J 

this shea should noM u 


NVENTOR(S) 


If none of ^^/iuowing sub-boxes is used. 


^eluded in the request 


^H^t^L^J^TU^^JI^"'^^y wine/o//oH'c</6>' given name: for a legal entity, full o/Ticial 
designaton. The address must include postal code and name o^^ Thecount^ofthe 

TERAUCHI Jun 

. 3-5-204, Hachizuka 3-chome, Ikeda-shi, OSAKA 
563-0024 JAPAN 


This person is: 
1 1 applicant only 

nn applicant and inventor 

1 1 invtmoT only fifth's check-box 
IS marKea, do not fill tn below.) 


otaie (that is, country) of nationaJity: 

Japan 


State (that is. country) of residence: 

Japan 




y.^l.^jiaddress: ^fami/)- name foUowed by given name: for a legal entity, full omcial 
^rf^^w- ^f''t^^y">^'>P''^fP<"t<'lcodeaminamei/countr^^ The^unUyifthe 

SUZUKI Nobuhiro 

1077-50, Oaza-yatabe, Tsukuba-shi, IBARAKI 
305-0861 JAPAN 


This person is: 
I 1 applicant only 

fv] applicant and inventor 

1 1 inventor only rt/'//iiyc>i€CJt-6Qx 
is marked, do not fill in below.) 


:iiaic (that is, country) of nationality: 

Japan 


Slate (that is. country) of residence: 

Japan 




d^^i^'^ri^Jf'"""^ "°'^'Ml0M>edin>^en name: for a legal entity, fitll official 
^J}S^i2j- '^^'^^"/"'^'•"^'"depostaUodeandnameofctMni^^ ThecountriihfK 

ofetfSi:^'eTA'S^iri^f'^'''^^^^ 

TAKEKAWA Shiro 

Umezono Square B305. 5-3. Umezono 2-chome.Tsukuba-shi. 
IBARAKI 305-0045 JAPAN 


This person is: 
1 I applicant only 

[vl applicant and inventor 

1 1 inventor only (If this check-box 
— ' is marked, do not fill in below.) 


aiaic (that IS, country) of nationality: 

Japan 


State (that is, country) ofresidence: 

Japan 




^^^^n^tfjl^^n/I^'"'^^ ^^Mowed by given name: for a legal entity, full official 
idi^^. ^AiJ^f'^fu^^^^ ^"^^^epostalcode and name of country, Thecountryofthe 
tftsidrnc^^^^^^^ 


This person is: 
1 1 applicant only 

1 1 applicant and inventor 

1 1 inventor only (If this check-box 
is marked, do not fill in below.) 


Slate (ihat is, country) of nationality: 


State (that is, country) of 


residence: 


tecmm^^f'''^^ nsrlfi?'^"^^ rn an dcslMaicd States except p-l the United States rH the States indicated in 
tor the purposes of. LJ States |_J ihe United States of AmeAca 1_| of America only [_| the S^emSnuT Box 


n Further applicants and/or (further) inventors arc indicated on another continuation sheet 
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Box No.V 



DESIGNATION OF STATES 



I'he tbtlowing designations are hereby made under Rule 4.9(a) (mark the applieahU duck-hoxu; at least one must be markedjr, 
Rcgionnl Pnlent 

g AP ARIPOPntcnh. CH Ghana. CM Gambia. KE Kenya. LS Lxsotho. MW MalawiVMZ Mozambiquc.iSD Sudan, 

SL Sierra Lconc, SZ Swaziland. TZ United Republic of Tonzania, UG Uganda. 2 W Zimbabwe, and any other State which is 
a Contracting State of the Harare Protocol and of the PCT 
E:A Eurnsinn Pntent: AM Armenia, A Z Azerbaijan. BY Belarus. KG Kyrgyzstan, ICZ Kazakhstan. MD Repubh'c of Moldova. 
RU Russian Federation.TJ Tajikistan, TM Turkmenistan, and any other State which is a Contracting State of the Eurasian Patent 
Convention and of the PCT 

GD &P Europenn Patent: AT Austria. BE Belgium. CH And LI Switzerland and Liechtenstein, CY Cyprus. DE Germany, 
DK Denmark, ES Spain, FI Finland. FR France, CB United Kingdom, CR Greece. IE Ireland. IT Italy LU Luxembourg. 
MC Monaco. NL Netherlands. PT Portugal. SE Sweden, and any other State which is a Contracting State ot the Europein Patent 
Convention and of the PCT 

0 OA OA PI Pntcnt: BF Burkina Faso. BJ Benin. CF Central African Republic. CG Congo. CI C6tc dUvoire. CM Camcrt>on, 
C A Gabon, ON Guinea. GW Ouinea-Bisjau, ML Mali. MR MauriUnm. NE Niger. SN Senegal. TD Chad, TC Togo, and any 
other State which is a member State of OAPI and a Contracting State of the PCT (pother kind of protection or treatment desired^ 
specify on dotted line) , 

NntionnlPfitcnt^ other kind of protection or t-eabnent desired^ ^ecify on dotted tine): 



LR 

□ LS 
EI LT 

□ LU 
0 LV 



Q AE United Arab Emirates 
; 0- AG Antigua and Barbuda 

□ AL Albania 

i 12] AM Armenia 

I DAT Austria 

EJ AU Australia 

; Q AZ Azerbaijan 

I [21 BA Bosnia and Herzegovina 

'; G3 BB Barbados 

1 0 BC Bulgaria 

|0 BR Brazil 

□ BY Belarus 

Belize 
Canada 

□ CH and LI Switzerland and Liechtenstein 

0 ON China 0 N2 

□ CR Costa Rica , 0 pL 

0 CU Cuba . □ PT 

0 CZ Czech Republic El RO 

~ Germany 0 RU 



Liberia 

Lesotho 

Lithuania 

Luxembourg 

Latvia 



Q BZ 

a CA 



□ db 



0 MA Morocco 

0 MD Republic of Moldova 

0 MG Madagascar 

0 MK The former Yugoslav Republic of Macedonia 



□ DK Denmark □ SD 



0 DM Dominica 

El bz DejTiocrat ic People's Republic of Algeria 

0 EE Estonia 

□ Eis Spain • ■ • 

□ FI Finland 

□ GB United Kingdom 

0 CD Grenada _ 

0 GE Georgia Q 

□ GH Ghana 0 xx 

□ CM Gambia Q 
0 HR Croalio 0 UA 



0 HU 
0 ID 
01L 
0 IN 
0 15 
0 JP 
□ KE 



Hungary □ UG 



Indonesia 
Israel . . . 
India . . . , 
Iceland 
Japan . . . 
Kenya 



0 MN Mongolia 

□ MW Malawi 

0 NOC Mexico 

or HZ Mozambique' 
0n6 Norway 

New Zealand 

Poland 

Portugal 

Romania 

Russian Federation 

Sudan 
Sweden 
Singapore 

Slovenia . 

Slovakia 

Sierra Leone 

Tajikistan 

Turkmenistan 

Turkey 

Trinidad and Tobago 

United Republic of Tanzania 

Ukraine 

Uganda 

United Stales of America . . . 



□ SE 
0 SG 
0 SI 
0 SK 

□ SL 
0 TJ 
0 TM 



0 US 

0 UZ 
0 VN 
□ YU 
0 ZA 



Uzbekiston . 
ViclNam 
Yugoslnvia . 
South Africa 
Zimbabwe . . 



0 KG Kyrgyzslnn □ ZW 

□ KP Democratic People's Republic of Korea .... Check-boxcj reserved for dcsignatinR States which have. 
0 KR Republic of Korea become party to the PCT after issuance of this sheet; 

0 KZ Kazakhstan , □ 

0 LC Saint Lucia Q 

0 LK Sri Lanka 

Prccautioiiai-y Dcsiennfion Statement: In addition to the dcslgnolions madcabovclhcapplicanl also makes undcrRulcd.9(b)all other 
designations which would be permitted under tlic PCT except any dcsignation(5) indicated in the Supplemental Box as being excluded 
from the scope of this slalcmcnt. The applicant declares that those additional designations arc subject to confirmation and Ihol any 
dcsiRnation which is not conftrmcd b'eCore the expiration of 1 5 months tram rhe nrioritv date is to be reoarded as withdrawn bv the ooolicant 



Sheet No. 



Box No. VI PRIORITY CW ' 



Filing date 
of earlier application 
(day/month/year) 



/ Number 
of earlier application 



□ 

Further priorj * ^ms are indicated in the Supp lemental Box, 



e earlier application is: 



national application: 
country 



regional application:^ 
regional Office 



international application; 
receiving OfTice 



item (I) 

07. 10. 99 



Patent Application 
286939/1999 



Japan 



item (2) 

11. 07. 00 

item (3) 



Patent Applicatiai 
215837/2000 



Japan 



E] ^^^'■^c'^»ng Office is requested to prepare and transmit to the Inicmational Bureau a certified copy 
of the earhcr application(s) (only if the earlier application was filed with the Office which for the 
purposes of the present international application is the receiving Office) identified above as itcm(s): 

"" Whert the earlier application is an AJUPO application, it is mandatory to indicate in the Supplemental Box at least one country oartv to 
Convennonfor the Protection of Industrial Property for ^hich that earlier application ^fdeVfRuleTjOft^m^ 



(1), (2) 



the Paris 



Box No. VII INTERNATIONAL SEARCHING AUTHORITy 



Choice oflnternational Searching Authority (ISA) 
Of two or more International Searching Authorities are 
competent to cany out the intemationai search, indicate 
the Authority chosen: the two-letter code may be used): 

ISA/JP 



Request to use results of earlier search; reference to that search (if an earlier 
search has been carried put by or requested from the International Searching Authority) 



Date (elay/month/year} 



Number 



Country (or regional Office) 



Box No, VIII CHECK LIST; LANGUAGE OF FILING 



This international application contains 
the following number of sheets: 

request 

description (excluding 
sequence listing part) 

claims 

abstract 

drawings 



sequence listing part 
of description 



200 
9 
2 
0 



Total number of sheets : 219: 



This intemationai application is accompanied by the item(s) marked below: 

1. Q fee calculation sheet E) Revenue stasq>s for transmittal fee 

2. (3 separate signed power of anomey 

3. (3 copy ofgencral power of attorney; reference number, if any: 

4. □ statement explaining lack of signature 

5. □ priority documcnt(s) identified in Box No. VI as item(s): 

6. □ translation oflnternational application into (language): 

7. □ separate indications concerning deposited microorganism or other biological material 

8. □ nucleotide and/or amino acid sequence listing in computer readable form 

9. E] other(j/?ecj^;: Statement, Information such as recording form of flexible disk 



Figure of the drawings which 

should accompany the abstract: 



Language of Tiling of the 
intemationai application: 



Japanese 



Box No. IX SIGNATURE OF APPLICANT OR AGENT 



^'^'oeachsignan^indicatethenameqfthepersonsiffungandth^ 



TAKAHASHI Shuichi (Seal) UCHIYAMA Tsutomu (Seal) 



1 . Date of actual receipt of the purported 
intemationai application: 


2. Drawings: 


3. (porrected date of actual receipt due to later but 
timely received papers or drawings completing 
the purported international application: 


1 1 received: 


4. Date of timely receipt of the required 
corrections under PCT Article 1 1(2): 


1 1 not received: 


5. International Searching Authority 

(if two or more are competent): ISA/JP 


6. 1 1 Transmittal of search copy delayed 
1—1 until search fee is paid. 





— — — — — ■ For International Bureau use only 
Date of receipt of the record copy 
by the Intemationai Bureau: 



REQUEST 



The undersigned requests that the present 

international application be processed 
according to the Patent Cooperation Treaty. 



Intern 



m ''Receiving Office use onLv 



ntematw,.,i...wy^yrrtcaiion No. ^^ 



International Filing Date 



Name of receiving Office and "PCT Internationa] Ai 



I Applicant's or agcnt^s file reference 
(if desireeQ (12 characten mcodmum) 



ication 



2654WO0P 



Box No. I TITLE OF INVENTION 

AMINE DERIVATIVES 



Box No. 11 APPLICANT 



TAKEDA CHEMICAL INDUSTRIES, LTD. 

1-1, Doshomachi 4-chome, Chuo-ku, Osaka-shi, 
OSAKA 541-0045 JAPAN 



I I This person is also inventor. 



Telephone No. 



Facsimile No. 



Teleprinter No. 



State (that is, country) of nationality: 



Japan 



State (that is, country) of residence: 



Japan 



m 
Box 



Box No. Ill FURTHER APPLICANT(S) AND/OR (FURTHER) rNVENTOR(S) 



^^^cf^m^^Ti^^^ivC^'''"'^ for a legal entity full ofncial 

KATO Kaneyoshi 

2-40. Maruyamadai 2-choine, Kawanishi-shi. 
HYOGO 666-0152 JAPAN' 



This person is: 
I I applicant only 

fV^ applicant and inventor 

I I inventor only (If this check-box 
is marked donotfiUin below.) 



Slate (that is, country) of nationality: 



Japan 



State (that is, country) of residence: 



Japan 



Further applicants and/or (further) 



Supplemental Box 



inventors arc indicated on a continuation sheet 



Box No. IV AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE 



2f fh?^? ■''"'''''^'-be'ow is hereby/has been appointed to act on behaif 
of the appl]cant(s) before the competent International Authorities as 



Name and address: r/vi«n</y~me/o//W for a legal entity All official 

destgnattotiTluaddressmSjtineluaepoiialcodt^iiJ^^ 

Patent Attorney, Registered No. 11404, TAKAHASHI Shuichi 
Patent Attorney, Registered No. 11045, UCHIYAMA Tsutomu 

c/o Osaka Plant of TAKEDA CHEMICAL INDUSTRIES, LTD 
OSAh^lltTm^^^^ Yodogawa-ku. Osaka-shi, 



*gcnt I I common representative 



TeJephone No. 

03-3278-2235 



Facsimile No. 



03-3278-2222 : 



Teleprinter No. 
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PCT 



From the iNTERNATlONAL BUREAU 



NOTIRCATION OF RECEIPT OF 
RECORD COPY 

(PCT Rule 24.2(a)) 



To: 



TAKAHASHI, Shuichi 

Osaka Plant of Takeda Chemical 

Industries, Ltd. 

17-85, JusohonmachI 2-chome 

Yodogawa-ku 

Osaka-shi 

Osaka 532-0024 

JAPON 



Date of mailing (day/month/year) 
27 October 2000 (27.10.00) 


IMPORTANT NOTIFICATION 


Applicant's or agent's file reference 
2654WO0P 


Intemationat application No. 
PCT/JPOO/06937 




The applicant is hereby notified that the International Bureau has received the record copy of the international application as 
detailed below. 

Name(s) of the applicant(s) and State(s) for which they are applicants: 

TADEKA CHEMICAL INDUSTRIES, LTD. (for all designated States except US) 
KATO, Kaneyoshi et al (for US) 

International filing date ^ : 05 October 2000 (05. 1 0.00) 

Priority date(s) claimed : 07 October 1 999 (07. 1 0.99) 

11 July 2000 (11.07.00) 

Date of receipt of the record copy 

by the International Bureau 20 October 2000 (20. 1 0.00) 

List of designated Offices 

AP :GH,GM,KE,LS,MW,MZ,SD,SL,SZ,TZ,UG,ZW 
EA :AM,AZ,BY,KG,KZ,MD,RU,TJ,TM 

EP :AT,BE,CH,CY,DE,DK,ES,FI,FR,GB,GR,IEJT,LU,MC,NL,PT,SE 
OA :BF,BJ,CF,CG,CI,CM,GA,GN,GW,ML,MR,NE,SN,TD,TG 

National :AE,AG>L,AM,AU,AZ,BA,BB,BG,BR,BY,BZ,CA,CN,CR,CU,CZ,DM,DZ,EE,GD,GE,HR,HU, 

ID,IL,IN,IS,JP,KG,KR,KZ,LC,LK,LR,LT,LV,MA,MD,MG,MK,MN,MX,NO,NZ,PL,RO,RU,SG,SI,SK, 

TJ,TM,TR,TT,UA,US,UZ,VN,YU,ZA 



ATTENTION 

The applicant should carefully check the data appearing in this Notification. In case of any discrepancy between these data 
and the indications In the international application, the applicant should immediately inform the International Bureau. 

In addition, the applicant's attention is drawn to the information contained in the Annex, relating to: 
I X| time limits for entry into the national phase 
I X[ confirmation of precautionary designations 
I X| requirements regarding priority documents 
A copy of this Notification is being sent to the receiving Office and to the International Searching Authority. 





The International Bureau of WlPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzeriand 

Facsimile No. (41-22)740.14.35 


Authorized officer: y^* 

Susunnu Kum^^ 

Telephone No. (41-22)338.83.38 



Form PCT/lB/301 (July 1998) 



003616971 



ANNEX TO FORM PCT/IB/301 



I International application No. 

' PCT/JP0(V06937 



INTORMATION ON TIME UMITS FOR ENTERING THE NATIONAL PHASE 

oiIi^°Iil^"f ' m'T^I" about** procedural ads to be performed to enter the national phase before each designated 
Office, the applicable time limits and possible extensions of time or iw^inrf. ^^^ji cooi wsignaiea 

Chapters of Volume II of the PCT AppCs etSnSSroST.toSX'^S^™? requ.remen^ see the relevant 
prenminary examination is set oa??n Chapter KM vIZTf^^ ' *-"*»™tKH«l 

GRand ES became bound by PCT Chapter II on 7 September 1996 and 6 September 1997 resoectivelv and m» th««fn,« 

rflrror^n^er;a^!^^ 

therStrral3tr.e^^^^^^^^^ 



CONFIRMATION OF PRECAUTIONARY DESIGNATIONS 

This notification lists only spedfic designations made under Rule 4.9(a) in the request It Is important to check thai th*<p 

aTrCaron^mfs^e^t'^^^^^^^^ P-^^^lona^ designers havTbe- -^^^^^^ 

h»fL; ,i^ • 'PP'""/? « hereby reminded that any precautionary designations ney be confirmed according to Rule 4 9(cl 
before the expirat|on of 15 months from the priority date. If it is not confirmed, it will automatically be r^arded as wrthdra^^^^ 
by the applicant There will be no reminder and no invitation. Confirmation of ; desiaMt°o7wSof th^ f«fnc 
specifying the designated State concerned (with an indication of the kind of prohStoH tre«mCdes r«l) ^ na vmen. 
of the designation and confirmation fees. Confirmation must reach the receiving Office wilhlHeT^SS tar'*"'"' 

REOUIREMENTS REGARDING PRIORITY DOCUMENTS 

For applicants who have not yet complied with the requirements regarding priority documents, the following is recalled. 

of thr'«THV^1''"°''*y- ea^"%national, regional or internationai application is claimed, the applicant must submit a copy 
of the said earlier application, certified by the authority with which it was filed ("the orioritv document"* tn a. ^oLiCi!. 
(which will transmit it to the International Bureau) or directly to the Internationll BureaTS^foS ew r^^^^^ 

mternational publication of the international application, in which case that document will be considered to haTbwn re^VveS 
by the International Bureau on the last day of the 16-month time limit (Rule 17.1(a)). «wn5'oereoro nave been received 

aJUHZ^ ^'1°.'^ document is issued by the receiving Office, the applicant may. Instead of submitting the priority 
mu^ hrlrr? '^'^'^"""""^ .°'«<=? *° P;«P«^« tf«"S""t the priority document to the Internatiowl B»^,^[tl request 

tn JIH"^ """^^ document concerned is not submitted to the International Bureau or if the request to the receiving Office 
to prepare and transmit the priority document has not been made (and the corresponding fee, » any paid) S the .oS«KU 

dtrerwS.Trz^^i;^^^^^^^^^^^^ 

.imKrtrem^gda'trjt're::,!^^^^^^^^ 
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From the INTfemvlATIONAL BUREAU 



PCT 

NOTIFICATION CONCERNING 
SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 411) 


To: 

TAKAHASHI, Shuichi 

Osaka Plant of Takeda Chemical 

Industries Ltd. ^« 

17-85, Jusohonmachi 2-chome /vT \y 

Yodogawa-ku > ' j — \ 

Osaka 532-0024 \ , 4 


Date of mailing (day/month/year) 
22 December 2000 (22.12.00) 


JAPON 




Applicant's or agent's file reference 
2654WO0P 


IMPORTANT NOTIFICATION 


International application No. 
PCT/JP00^06937 


International filing date (day/month/year) 
05 October 2000 (05.10.00) 


International publication date (day/month/year) 
Not yet published 


Priority date (day/month/year) 

07 October 1999 (07.10.99) 


Applicant 

TADEKA CHEMICAL INDUSTRIES, LTD. et al 



1. The applicant is hereby notified of the date of receipt (except where the letters "NR" appear In the right-hand column) by the 
International Bureau of the priority document(s) relating to the earlier a pplicatjon{s) indicated below. Unless otherwise 
indicated by an asterisk appearing next to a date of receipt or by the letters "NR", in the right-hand column, the priority 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 17.1(a) or (b). 

2. This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

3. An asterisk*) appearing next to a date of receipt in the right-hand column, denotes a priority document submitted 
or transmitted to the International Bureau but not in compliance with Rule 17.1(a) or (b). In such a case, the attention 
of the appficant is directed to Rule 17.1(c) which provides that no designated Office may disregard the priority claim 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 

4. The letters "NR" appearing in the right-hand column denote a priority document which was not received by the International 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the International Bureau, 

as provided by Rule 17.1(a) or (b), respectively. In such a case, the attention of the applicant is directed to Rule 17.1(c) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 
upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 



Priority date 

07Octo 1999 (07.10.99) 
11 July 2000 (11.07.00) 



Prioritv application No. 
11/286939 

2000/215837 



Country or regional Office 
or PCT receiving Office 

JP 
JP 



P?t9 of repgipt 
of priority document 

28 Nove 2000 (28.11.00) 
28 Nove 2000(28.11.00) 



The International Bureau of WIPO 
34, chemin des Colombettes 
121 1 Geneva 20, Switzerland 


Authorized officer 

Tessadel PAMPLIEGA 




Facsimile No. (41-22) 740.14.35 


Telephone No. (41-22) 338.83.38 




Form PCT/IB/304 (July 1998) 




003741117 
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From the INTERNATIONAL BUREAU 



PCX 



NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(POT Rule 47.1(c), first sentence) 



Date of matling (day/month/year) 




TAKAHASHI, Shuichi 

Osaka Plant of Takeda Chemical 

Industries, Ltd. 

17-85, Jusohonmachi 2-chome 
Yodogawa-ku 
Osaka-shi 
Osaka 532-0024 
JAPON 



Applicant's or agent's file reference 
2654WO0P 


IMPORTANT NOTICE 


International application Na 
PCT/JPOO/06937 


International filing date (day/month/year) 

05 October 2000 (05.10.00) 


Priority date (day/month/year) 

07 October 1999 (07.10.99) 


Applicant 

TADEKA CHEMICAL INDUSTRIES, LTD. et al 



1. Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

AU,KR,US 

In accordance with Rule 47.1 (c). third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailmg indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Ofnce(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

AE,AG,AL,AM,AP,AZ,BA,BB,BG,BR,BY,BZ,CA,CN,CR,CU,CZ,DM,DZ,EA,EE,EP,GD,GE,HR,HU,iD, 
ILJNJSJP,KG,KZ,LC^K^R^T,LV,MA,MD,MG,MK,MN,MX,NO,NZ,OA,PL,RO,RU,SG,SI,SK^^^ 

Thewmtmin^ Offices only upon their request Furthermore, those Offices do not require the 

applicant to furnish a copy of the international application (Rule 49.1(a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
12 April 2001 (12.04.01) under No. WO 01/25228 

REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 1 9 months from the priority date. 

It is the applicant's sole responsibility to monitor the 19-month time limit 

Note that only an applicant who Is a national or resident of a PCT Contracting State which is bound by Chapter 11 has the 
right to file a demand for International preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, be must within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant s Guide. 



The International Bureau of WlPO 
34, chemin des Cotombettes 
121 1 Geneva 20, Switzerland 



Facsimile No. (41-22) 740.14.35 



Authorized officer 

J. Zahra 

Telephone No. (41>22) 338.83.38 



3946405 



PATENT COOPERATION TREATY 



From the INTERNATIONAL BUREAU 



PCT 

INFORMATION CONCERNING ELECTED 
OFFICES NOTIFIED OF THEIR ELECTION 

(PCT Rule 61.3) 


To: 

TAKAHASHI, Shuichi 

Osaka Plant of Takeda Chemical 

Industries, Ltd. 

17-85, Jusohonmachi 2-chome 

Yodogawa-ku 

usaKa-sni 

Osaka 532-0024 

JAPON 


Date of mailing (day/month/year) 
12 April 2001 (12.04.01) 


Applicant's or agent's file reference 
2654WO0P 


IMPORTANT INFORMATION 


International application No. International filing date (day/month/year) Priority date (day/month/year) 

PCT/JPOO/06937 05 October 2000 (05.10.00) 07 October 1999 (07.10.99) 


Applicant 

TADEKA CHEMICAL INDUSTRIES, LTD. et al 



1. The applicant is hereby informed that the International Bureau has, according to Article 31 (7), notified each of ttie following 
Offices of its election: 

AP :GH,GM,KE,LS,MW,MZ,SD,SL,SZ,TZ,UG,ZW 

EP :AT,BE,CH,CY,DE,DK,ES,FI,FR,GB,GR,IE,IT,LU,MC,NUPT,SE 

National :AU,BG,CA,CN,CZ,IL,JP,KR,MN,N0,NZ,PL,RO,RU,SK,US 

2. The following Offices have waived the requirement for the notification of their election; the notification will be sent to them 
by the International Bureau only upon their request: 

EA :AM,AZ,BY,KG,KZ,MD,RU,TJ,TM 

OA :BF,BJ,CF,CG,CI,CM,GA,GN,GW,ML,MR,NE,SN,TD,TG 

National :AE,AG,AL,AM,AZ,BA,BB,BR,BY,BZ,CR,CU,DM,DZ,EE,GD,GE,HR,HU,ID,IN, 
IS,KG,KZ,LC,LK,LR,LT,LV,MA,MD,MG,MK,MX,SG,SI,TJ,TM,TR,TT,UA,UZ,VN,YU,ZA 

3. The applicant is reminded that he must enter the "national phase" before the expiration of 30 montfis from the priority date 
before each of the Offices listed above. This must be done by paying the national fee(s) and furnishing , if prescribed, a 
translation of the international application {Article 39(1 )(a)), as well as, where applicable, by furnishing a translation of any 
annexes of the international preliminary examination report (Article 36(3)(b) and Rule 74.1). 

Some offices have fixed time limits expiring later than the above-mentioned time limit For detailed information about the 
applicable time limits and tiie acts to be performed upon entry Into the national phase before a particular Office, see Volume II 
of the PCT Applicant's Guide. 

The entry Into the European regional phase is postponed until 31 months from the priority date for all States designated for 
the purposes of obtaining a European patent 



The International Bureau of WlPO 
34. chemin des Colombettes 
1211 Geneva 20, SwHzeriand 



Facsimile No. (41-22) 740.14.35 



Authorized officer: 

J. Zahra 

Telephone No. (41-22) 338.83.38 



3946405 



(i9)t&#*awmw^t«tll 

(43) KlI^ilirlBB 
2001 ^4 ^ 12 B (12.04.2001) 




PCX 



(10) SI^^MS-^ 
WO 01/25228 Al 



(51) mmm^i^m': C07D401/14, 

405/14, 409/14, A61K 31/4709, 31/496, 31/497, A61P 
43/00, 1/00. 3/10, 13/12, 35/00 



PCT/JPOO/06937 
2000 ^10 ^5 S (05.10.2000) 



(21) I 

(22) SiettiSIQ: 

(25) mismma^mm: 

(26) mm^j^Momm: 

(30) @5fe«l7^-'5': 

11/286939 
4#li2000/2 15837 



1999^10^7 5(07.10.1999) JP 
2000 ^7 ^ 1 1 B (1 1.07.2000) JP 



(71) t±i8iA(*H^»<±-ca)Ji^fflizoLNT;:Kfialia 

X^»S#a (TAKEDA CHEMICAL INDUSTRIES, 
LTD.) [JP/JP]; =r 541-0045 :*:Klft*Erti * AEiH^BT 
ETg IS 1-^ Osaka (JP). 

(72) fccfcr/ 

(75) nBR%mmX(i¥:m\zr:>l^X(D^J: ApM4?3? (KATO, 
Kaneyoshi) [JP/JP]; =r 666-0152 J^ft mJHM rfi *,lU^2 
T S 2S*40 Hyogo (JP). #1^9 )$■ (TERAUCHI, Jun) 
[JP/JP]; =f 563-0024 :^B5i^?lilBa r1i»^3T § 3S5-204 
Osaka (JP). f&*:#^ (SUZUKI, Nobuhiro) [JP/JP]; 
=f 305-0861 3?«»-3< lim*^«Ba«Bl077»jfe50 



Ibaraki (JP). 1^*551^.^5 (TAKEKAWA, Shiro) [JP/JP]; T 
305-0045 3£*gmo < \tmmS2T S 5S*fe3 «BX^7 
XT 8*305-^ Ibaraki (JP). 

(74) jtmX:^m± iS<S^— . ^1^(TAKAHASHI,Shuichi 
et al,); =r532-0024 :fc:l£jS;^l55 rtTi^ Jll E + H*ffT2T 
S 17S85-^ StBaHaxllttxe^tt S^KXigrt Osaka 
(JP)- 

(81) Jb^P fMll^;; AE, AG, AL, AM, AU, A2, BA, BB, BG, 
BR, BY, BZ, OA, CN, CR, CU, CZ, DM, DZ, EE, GD, GE, 
HR, HU, ID, IL, IN, IS, JP, KG, KR, KZ, LC, LK, LR, LT, 
LV, MA, MD, MG, MR, MN, MX, NO, NZ, PL, RO, RU, 
SG, SI, SK, TJ, TM, TR, TT, UA, US, UZ, VN, YU, ZA. 

(84) ti^H (Vli^): ARIPO if^lt (GH, GM, KE, LS, MW, 
MZ, SD, SL, SZ, TZ, UG, ZW), ZL— ^ i^Tttlt (AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM), 3 — □ ^y/i^K- 
(AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, 
LU, MC, NL, PT, SE), OAPI 4#fff (BF, BJ. CF, CG, CI, 
CM, GA, GN, GW, ML, MR, NE, SN, TD, TG). 



(54) Title: AMINE DERIVATIVES 
(54) ftM(7>«j»: T5>K»tt: 



© 



(i) 



(57) Abstract: Compounds 
represented by general formula 
(I), salts thereof or prodrugs of 
the same which have an excellent 
eflfect of inhibiting binding of 
somatostatin receptor and, therefore, 
are efficacious in preventing 
and treating diseases in which 
somatostatin participates, etc., 
wherein X and X* are the same 
or different and each represents 
-Q — Ar hydrogen, fluorine, etc., provided 

that at least one of X and X' 
represents fluorine, chlorine, etc.; 
R^ and R' represents each hydrogen or optionally substituted Ci^ alk^yl, or R' and R^ form together with the nitrogen atom adjacent 
thereto an optionally substituted nitrogen-containing heterocvcle; Y and Q are the same or different and each represents a bond or a 
spacer having 1 to 6 atoms in the main chain; — represents a single or double bond; T^ and T^ represent each C(R^) (wherein R^ 
represents hydrogen, hydroxy, etc.), N, etc.; and Ar represents an optionally substituted aromatic group, hydrogen, etc., provided 
that a speciflc compound is excluded. 
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H y u >-]-- f [3- (-r > H-jp-s— r ;u) y p/t y -r ;p] -4- tr^ u 



wo 01/25228 PCT/JPOO/06937 

m m m 

5 ^m^m 
10 w^sri 

VT h7.:^5^Xsoinatostatin) fi^fiJ^JP^: >WJMH^^ (somatotropin 
release inhibiting factor ; SRIF) tVX. 1973^{C^t±i^n;to 

^D, -en^'nsSTRK SSTR2. SSTRS. SSTR4*5j;?>SSTR5ch^^$nTVi^(0iJ 
15 . Endocrinology. 136#> 3695-3697H. 1995^P, Trends in Pharmacological 
Sciences, 87-94M. 18#. 1997^, Life Science, 57#, 1249-1265H. 1995 

5^>^1fe^i:b;tE^p°p(DM^7&^^ia@&<J{Cji«6e.nTVi'5(^«J. Endocrinology 
, 136#, 3695-3697H, 1995^. Trends in Pharmacological Sciences, 87-94 
25 M> 18#, m7^m)o 

'j-^hT.^^yizmmr^mmti.xi'i. mmmu^o^m^mm. ^mn 
mx\t, v^h:^^^>^^i^i^mmti'X^^tixi^^:i-^ hv^^^ f 



wo 01/25228 




PCT/JPOO/06937 



(octreotide) Ji7jN;l/^>tt®al©?&jt^«h LTrtTBK^nTVi^S. 
^ (WO 97/0305 4) c 




Xm'^tl^it'^'^7f)m^nx\^>^ O. Am. Chem. Soc. . 120#, 1368-1373M. 
1998^, WO 9 7/4 3 2 7 8)o 

r' C— Z'— E— B /X 

I Y 

c=o 

I- 

(""~Br'""' 

15 ^ • 
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— e— N 




\ 




itHUa^. kitO^fzitl^. Qfl-(CH2)x-V-(CH2)y- (x43J:aCy 

10 it. -ien^no, i> 2, 3. 4, 5. 6^. vit^mme - 1 2m.^w^^rcit2 
mi^mj^uiz^m-T) K^itHfjiE^^T} x-mi-^n^it-^m (wo 9 

8/4 4 9 2 1) ; ii^ZS^ 

R ^ 

R' C— Z'— E— B /X 

Y 




c=o 

1. 



r"- 



-Q— R" 



V » /k 

15 ti-S02-7'ci:(i:^> Bit 



a 
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c 



A 



3 



\t. j&^m^rzmm^m5-6MM^, g«n, cHSfc«c^. y«-c( 

«H75:«i:^> kJJO*;t«l^. Q«- (CH2)x- V- (CH2)y- U^^ZSy 

10 0 9 8/4 5 2 8 5) ;i>^^e>tlTVi§o 

1) J. Med. Chea, 34#, 2624-2633H, 1991^JC«, iH^i^^^f^ffl^WTS 



CI 

15 2) iNF^¥8- 1 7 6 0 8 7^^$aica, illfiimM«lC*ffl <h bTlfiiic^nT 



1 _ 4 T ;i/ 3 ^ ;vjJ? - ;i.T 5 y - c ^ _ 4 T r ^ 0 ^^^^ * c ^ _ 4 
20 t;!'^;^ RiiJi7K^^rc^iApy>T^^) m(DT'j-jvTB.ym. x«;^7 





wo 01/25228 



o 



o 
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CD, 3-(N. N-i^^5^;U7^yp^5^;U)-l. 2. 3. 4-7=- h^k Kn^^y 'J>:!&^^IB«$tl 
5 3) WO 9 7/1 2 8 6 0 {dH. T'>;i/-HX>-tf< AA : nl/X^D— ;U 



10 4^v;^7;i/xj^— ;w*fc«-NR9Rio (R9*3=ttXRiof^^ti-e'n7K^I]^^^;^fi 

R2^^zSR^<D\^^'rtif)^ts -NHC0R7 (Ryti, yji'^ju^^^-r 

20 IBm^tlTVi^o • 




wo 01/25228 PCT/JPOO/06937 



X' 




5 i^^. xiij^zsx'i-im-'^rMm^-oxymmi^. y^ymm^. mmm.^^ 

M^*;^tiADy>m^^^Tc ^fcb. 6-f^PP-3-(R. S)-(N. N->^^^;PT 

20 ^ y) 7^5^;i/-i-[3-(-r > K-;w-3— r;i/)-2-[(R)-(4->'x-;uh!^^~:^>-i— r 
p-3-(R. s)-(N, N->^pC5^;uT^ y) pt^;i/-i-[3-(-r > H-;i/-3-r;p)-2-[(R)- 
n;wT= yjT'P/iy'Di^]- i. 2. 3, 4-7^h^t Kp=^^y u>*5cttxi-'>^>y'r 
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;i/-N-[(R)-2-[6-i7 DD-3-[(N. N-v'p^^jl'T^ y) 2. 3. 4-^ b ^ t 

F p ^ y u >-i— r ;u] -1- [3- (-r > h -;i/-3— r ;u) t'o / w -r -4- tf ^ u v 



X' 




r1 *3 i m2 J^tK^M^ ^ ^ W L T Li T J; V i C 1 _ 6 T ^ 

oT. c (r9) (R9^i7Kmi^^> t: K□^i/S;^c^lCl_6T;^^;^^^t■ 
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S 
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10 



15 



20 



m^^rM/\u^'>m^^7r:-ro tztzV. 6-^dp-3-(R. S)-(N.N->?^5^;1'T 

;W;^7;U:^?z:;l/7^y]yDAV-<;H-l, 2. 3. 4-5^ h^t Hn+y U > : 
D -3- (R. S) - (N. N- >^ ^ T ^ y ) 7^ 1 - [3- (-f > F -^P-S-f -2- [ (R) - 
4-(2-:t^y-2. 3->?t: F □-lH-'^>X-r 5 r$^^/-;U-l-'f hf^U >^/;tr;i/7}^ 
riJl/TS y]^p/ty-<;u]- i. 2. 3. 4-5^ h ^ b Fo^^^y u >^J:m-^>V^ 
jv-n- [ (R) -2- [6- ^ D o -3- [ (N. N- 5^; 1/ T 5 y ) ^ - 1 , 2. 3. 4-^ h ^ t 

F y ij >-i— r -1- [3- (-r > F-;i/-3— r ;u) y p/w -r ;u]-4- tr^ u 
>;^j;U3}^4^ii-^ F^l^<] X'm-^ti^i\:^!^^rM^(Dm. 




d') 



R^ *5 ct tXR2 ^Tfc^iM^ * tte^s ^ w L T V i T J; ,1/^ c 1 _ 6 7 ^^-r 
Yi^^zsQum-^rz^tm^^-Dxm^^^rci^^mo^m^^iui^^i^eo^x^ 

oT> C (r9) (R^JiTK^M^. t:FP^>'S^«Ci_e7;i/4^;U^^-r 
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C3] it^!^ (I) 



r 




(I") 



10 T^i5^m^^^m-i^rzi-i.mti-oxcH^rzUN 

kT^mmm^mvx^^x^<ii\^^'Bmmmx$>^f^ ci3 m--^ C3] ikdi^^-t 

C5] x^^yvmm^^rMmmm^x$>o. x'^^7i^mmi^x$>^^ ci] ^ 

20 [8] R^iij^mH^'tn^tic ,.^7j]^=¥}ix$>^m cn is~^ cs] 
\^^'rni)^zmm(Dit'^^. 

-S-, -CO-. -SO-, -SO2-, -nr8- (RSfiTK^i^^^, /\uy>it^nx 
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C12] Qd^'=CH-. -CHj-. -0-. -S-, -co-. -SOj-, -CO-CH2- 
10 IBicOYb'&^i. 

[13] Q}f&^-co--ei5s^ ci] m-f^ C3] ]s<^ii-rn*^ciEm<7)'fk-a-#i 

[16] • ■ ♦ ^^mm^. i^f)^N. '[Hmx$>^m [1] [3] JS<Di.i 

[17] kv7!)mmm^^vxi^xhjz^^mm^i^^m&x$>^m [i] 
20 [3] m<D\,^-rnf)^izum(D^\:,^m. 

[18] Ar7&tSJfe»^^bTLiTt)cfcV^iag'&^SJ^»l?^^^ [1] [ 



25 m^i^rM2mmvxi^xhj:i>yj^=.}ix$>^m [i?] ^sismo'fb 



[2 0] Ar7&^\ Aay>J^T. AO^*><b^tlTViTt)<^ViCi_ey;l^+;i^43 
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o 
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-z^\i\^n- iH-^>x-( ^yv-jv- 1 — ()i-r:$>^m [18] mmm<D 

5 C2 23 ^ 




10 ViT^y Sr^L ; 

15 , ^'^^i)V\u^*yw.^x$>^^ C2 2] Jif3^<7)^b^#i. 

C2 4] N-[(lR)-2-[(3R)-6-^^PP-3-[(>'pt^;PT^y)pt5^;i/]- 

1, 2, 3. 4-7" t Hp-i- + y un;i.]-i-(i — r > F-;i/-3--r;i/p<.5^ 
;i/)-2-:r^yx5^;i/] -1- (i-^5^;p-i'>F-;i/-2--r;i/:^;U3j^x;i/) - 



wo 01/25228 
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12 



N- [ (IR) -2- [(3R) -6-i7 □ D-a- [ ii^^^JlT ^ 7 ) ^ -1 . 2, 3, 4-t-. h ^ h 

D-1 y >j - -1 - (iH-o H -;i/-3-r -2-;^-4^ y (3- 

N-[(lR)-2-[(3R)-6-i7Dn-3-[(>fp<5";Uy5y)pt5=-;W-l,2,3,4- 

5 5^h^b Hn-i-4^y uii;u]-i-(i — r>K-;i/-3 — r;i^y^;w-2-::d- 

(*JS^J129). 

4- (4- ^ n U^>V^}V) -N- [(IR) -2- [(3 R) -6-^ U O -3- [(v'^^^ 

;i'T5 2.3,4-^ h^t Hp -i-^yu-;i/]-i-(i-<> F 

10 -;w-3--i';i/pt5^;i/)-2-:*-=^yx5^;i/]-i-if^Ui;>:i>;i/:iH=^^ita H m 

N- [ (IR) -2- [ (3R) -e-^ P P-3- [ (>?;)t 5^;UT 5 y ) ^ -1 , 2, 3, 4-7^ h ^ k K 

p-i-4^y u-JW-i-dH-r > H-;i/-3— r;M5^>'^)-2-:^4^yx^J^]-4-(4- 
i7□□:7aly^'»-l-tf^u>?>:^7;^3i?^1^-^ H (IIM^SJ 142), 

15 N-[(lR)-2-[(3R)-6-i7 op-3-[(>?^5^;UT5 y ) y 2, 3, 4-5^ h ^ b K 

p-i-=^^y ux;n-i-(iH— r >F-;i^-3—r;uy5^;!/)-2-;r^yx5^;i/]-4-y:3i 
y^->-i-tr^>j v^>*;i//i^4^tJ-5 H (^M^^i 145). 

N- [ (IR) -2- [ (3R) -6-'^ a p-3- [ (v^y 5^;l'T ^ y ) y -1 . 2. 3, 4-7=- N ^ b K 

p-i-^y 'J x;w-i-(iH— r > H-J^-3-1';^y^;^)-2-:^-^yx^;^]-4-[(4- 
2o :7;i':tP>'ain;p)x;W3j^::i;H-i-t!^U>'>:*7;i/3i^^tJ-5 K (^ifl«»J 148), 
N- [ (iR) -2- [ (3R) -6-i7 p P-3- [ (>?y 5^;bT s y ) y ^JW -1 . 2, 3, 4-5^ h ^ b K 
p-i-^ y u x;i/] -1- (iH-Y > K-;i/-3--r ;i^y -2-:^^ y x^;w -4- [ (4- 
i^pnyxx;Wx;i'4^x;i/]-i-kr^U-:/>;^;U3j^^+>-^ F (mmm 150). 
3-(l-^>y-<;i/-4-.b^U>'x;L')-N-[(lR)-2-[(3R) -6-i?PP-3 

25 - [(>?y^;i/T^y)y5^;W-i.2,3.4-7^h7bHP-i-^y'jx;i/]-i 
-(i--r >H-;P-3-'f;i/y5^;i/)-2-^+yx^;u]7'p/t>7^ H (^m 

2- [(1 -^>y-r;i'-4- b^u i^x;u):t+->] -n- [(ir) -2- [(sr) -e-- 
cuu-z- [-:<?y5^;u75 y]y 5^>>w-i, 2, 3.4--r K ^ b Hp-i-^y u 
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10 



15 



C2 5] m cn m-m csd m(D\^^-tm^izmm(Dit'^!^(Dy'n\i^y^. 

[2 6] ^ 




(IV) 



0 ^ — ^ 

[2 7] ^ 




(VII) 




PCT/JPOO/06937 



C2 9] yThX^^>^^#:^^Ra$^JT^^m C2 8] ^KIB^omfiK^^, 

C3 0] V7h7.^^>ity^-r:/2^^^^^ia*^jT^^m C29] to 
C3 1) 'j-^hTs^^y^mwwmm-^^^'m C2 8] TOm®mfife#i, 

C3 33 iB^mm^rz.\mfkm'iSE.mm(oi^m ' mmm-v$>^m C2 8D to^© 

C3 4] %^m.:k.m. Tsum^mm. (^^^tgtt) tm^m«, m 

15 m-ttACTH (T FL//=r;L'^zi hDt*» M^Ms, mm^^um. vip 

20 C3 6] Pf?L»J#;{3^bT> ^ Cl] C3] m(D\^^tni)'^\Z%^m(Dit-^ 

C3 7] y'7hXi$'5^>^^#:^^ia#^J$S[itT§fcJS?><^m Ci:i c 
33 :^<^l^it"n;&^i:if2tt(7)<b^!|^*fc{i-^a):^fe-5{/^t«cDyn F^^y i^<7)^ 
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C3 8] ^ 

X' 




(VII) 



■^siL)V. ;\U^>it^tlX\^^X%^\^C ^.^7 )V^}V7.)V-^^}VUEi)m\rf ^ 

^^^j {cistt-s mwsMi iivxmmvrz^(Diim\^^^n^. 

^;\U^>it'^nx\^^X%^\^-^C y_^7 }V^)V-tl)Vii^z:.)Vu ^C^.^7)VU 



wo 01/25228 
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;pj tc^otj-^ rCi_6T;w4^;uj i:LTtt, ^ilAtf, jl^ji. yotf 

5 ;k -rv:/Dif;K -ry:/5^;i^, sec-:/5^;k tert-zf^ji. 

s^ry, AD^*>'ft:$nTViTt)j:ViC3_6>'i^Dr;!/^;K An-jrMb^n 

15 Ci_6T;i'^;i'T5y >^p^^;u7'ay, >?x5^;i/T^y, >?:/atf;UT5 

'>;^7;i/7j^x;K yu4^=^'>:^7;i/z}^x;k tert-y h^->:)b;P3l^x;u;^j:£), 
20 -Ci_6T;i/:^^;u-;^7;unt-r;K««i, :^J-)Vti)vn=^^ )V. j:^)Vfy}vn^^ 

x^;i.:^j;W\'^:-r;K x5^;M^;U;^j;i/A*^:-r;uni:<i:), AD>JrMt$nTViT 
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HuSB r/\Dy>{i:$nT(.^Tt><J:ViC3_6->^nT;t'^;i/j iibTfi, mpi 
-5. :S,#:^!l<hbT«. v^7Dyatf;u, v^n^^^;!.. >'i:7o^>^;i/, 

20 ^v-, 2. 2. 2- h'j:7;u^Dxh4^x. yDjj^:^'>, -f v>^D7j^^>', :;^h^-> 

25 ^m. 3'ymu^)^mvxi^xh^\^^c,.^7)i^)\^'^^m. 



wo 01/25228 PCT/JPOO/06937 



mm rAP>!r>'fi:$nTiiTfectViCi_6T;U4^;i/-:^;;Wjj^-;i/j tvx\t 
WIB rAPy>-fb$nTt.iTfe<i;iiCi_6T;w^;i'-:<7;i/7j^^+h^ Kj «hb 

20 Tilt. m^it. ifji^^vbm. iff-^iy<\ti u^>v2m<D/\u^^>m.^m. y 
ym. mm. M:m> 3'ymu^)^mvxi^^xh^\^^c,.^y)i'=^jv-ti)i^7^^ 

unyy^Y. y^d^yy^YUEifimi^n^. 

^^mmMm\ \z^\-^^ r-^^^^S^^j iLT^, ^sjAti, M^H^JI^^tc 
ii>fj:< <i:=b 1 M<Z)^l^ii^T^-^^, ^mW<=f: T&nW.=f-^X.XSWMW.=f-ti^^m 
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^;i/^U>. 5^:t^;^Ai^U >. hf^'J>>~>. t°^^>?>, hfaU>^^>, ^^-tt 
^^lx><^>. ^y^p<.5=-U'><^>, ^^tl-fc HotfU ^>^>, 1. 

^ rg^S^^LTV^Tfe.icVi'^^^ltm^j ic43tt^ ra^sj iiVXit 

mu-Dxi^x^^\^^o 

20 3'^^7^c£)<&WUT(.iTt>ctViCi_6T;WK««J, x5^;i/. yptf 

;k -f yT'ptf;^ -fv:/^;!/. sec-:/^;i/, tert-:/^;p. 

x5^;i/. 2. 2, 2- h U :7;i,;tDX5^;k ^>'^$'7;i/:rox^;i/. tf;K 3. 3. 3 
25 - hU:7;i/:tD'/Ptf;k -rvT'ptf;!^. 4. 4, 4- h u :7;u::*-pr^5^;i/ 

, -ry:/5^;i/. sec-:/5^;u, tert-:/^;i/, ^>^;k <y^>5^;u. t-::^^ 

>5^;k 5. 5. 5- h U :7;U::f P^>^;|/, ^;^^>-;l/, 6. 6, 6- h U >';1/:^p^^ 
MfB ^/\u^'>if^nxi^Xt>^^^Ci_^T)l^J\^-tlJl^ziJl^J . TAD 
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5 ti^xit. m^i-£. y^u-ji. \-±y^}V. 2-i-y^)V. 2--(>^-jw i 
rBm*^WbT^iT'bJ:ViC6-i4TU-;i/-;^7;i'7}^-;i/j ic*5tt^ rcg. 

e>n^o :ir#:Wi::f±> m^it. 2-^^ti3-^X-;P; 2-. 3-*fcfi4-tf'J 
20 v';!^ ; 2-^rMZ-yV)l ; 2-. 4- ^i^c^ 5-5^TVU ;U : 2-. 4-*;^c«5 

; 1-. 3-S/S:« 4- tf^^/U;!/ ; 2-tf^v7-;i/ ; 2-.4-^fe 
JiB-tfU^v^x;!^ ; 1-. 2-^;^«3-tfn'j;P ; 1-. 2-^r^\t A-^ 

: 3-Sfc(i4-kfu^>^-;i/ ; s-^ry^^T^u;!^ ; 3--ry:^^-!±vu;u 

; 1. 2. 4-:t^+>->^Ty-;i/-5 — av ; 1. 2. 4-^^+|->5Ty-;l/-3--r ;i/ ; 2 
25 -. 3-. 4-. 5-^fc«8-^y ; 1-. 3-. 4-, 5-. 6-. 7-*:rc«8— TV 
U;P : 1-. 2-. 3-. 4-. 5-. 6-S;^c«7— r>HU;i/ ; 1-. 2-.4-^fc 

. ^s—fy-r >HU;v ; 1-. s-^^e-y^s^^i^x;!/ ; 2-. 3-*3^c«5-=iry 

^1tU— ;i/ ; 2-. 3-. 4-. 5-*^(i6-^>yy^x;i/; 2-. 4-, 5-^fcti6 
-^>y5^7yu;i/ ; 1-. 2-. 4-. 5-*^c« 6-^>X-r ^ :$^V^'J ;i/75:£/(>?^ 



wo 01/25228 /"^ PCT/JPOO/06937 

^"^^ 21 



5 {c*5tt^ ra^sj ibTti, ■e^jAj^, AD'jr>jE^(«?tj, um. 

T;u^;i/T5y (^1). >'p^5^;i/T5y, s^x^;i.y^y, 5^yDtf;i.T^ y > 
y5=-;UT^y, x^ji/y5^;i/T5y/^j:i:)> ttJi-^^^^^. :^f;wt^-r 

15 x;i., Ci_6T;i/n4^->-;^7;i'4^x;K^?iJ, ^ h:^'>;t»;U7}^x;i., jLV^i^ts)V 

20 Ci_6T;u^;ux;i/3t;-;i/, 3j>;w^;i/T^y, AP'i7'>'fb$nTViTt>«kViCi 

jU4^x;uy^y, x5^;p7.;1/3Jnx;i/T5 y t^c^O, Ci_6 7;1'^;1/-;^>jw4^x;p 
25 :t^->(««j. r-feh+'X zrun/-( }V^^z^uiz.). c^.^7)\^n^=^-ti)V 

Pzl^^->;^j;i/4^x;i/:t+>', -y h=^^v:^;i/4^x;u::r4^vfj:£). ^ry-c^.^T 



wo 01/25228 
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^/\a'^'yif^nxi^^xh^uc3.^i^^ay)v^)i] , rADy>'fb^n 

LTViTfe^^/iCi_6 7;U=^^;Uj lc43tj-^ rg^Sj ,hLTf!l^Lrcfc©;0^ffi 

tit. ^momT'^^im^vemmrji'oxi^^^mm^Mfm-r^. r^m 

20 -CO-. -SO-, -SO2-, -NR8- (r8 ^i7jc^JD^^, AoyXb^nTViT'b 
^ C 1 _ 6 7)V^)V. A D y Mt ^ nr ViT ct C 1 _ 6 T)V^)V - tl )Vt!^ZL)V 

. ADy'Mb^nTiiTfecfci/iCi.eTJU:^^;!/^;!//^— ;u) io^W\u^'>it 
25 ziiiT. rADy>>fk$tiTViTfej;iiCi_6T;u4^;uj tbrt^, wis r 
U\u^yit-^riX\^^X'h^^^c ^_^T )V^)V-ti}Vii^zL)V\. r/ND^wb 
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(1) Ci_6 7;i/+l/>(M^t^> -CH2-, -CF2-, -(CH2)2-> -(CH2)3-. 
-(CH2)4-. -(CH2)5-, -(CH2)6-^ -CHCCHs)-, -C(CH3)2-. -CHCCFs) 

-CH(CH3)CH2-. -C(CH3)2CH2-, - (CH (CH3) ) 2 - , -(CF2)2-> -(CH2)2 
10 C(CH3)2-, -(CH2)3 C (CH3) 2 - tSc <i: ) ; 

(2) C2-6T;L'^— U'>(^J;lt^, -CH=CH-, -CH2-CH=CH-, -CH2-CF= 
CH-, -C(CH3)2-CH=CH-, -CH2-CH=CH-CH2-, -CH2-CH2-CH=CH-. 
-CH=CH-CH=CH-, -CH=CH-CH2-CH2-CH2-7:i:<i;) ; 

(3) C2-6 7;i/+— m^it. -C=C-. -CH2-C=C-. -CH2-C=C- 
15 CH2-CH2-:^«h*) fjiii^mifi^n^o 

(1) 1 fjil^L 3fSCD/ND>r>J©^$WbT(.^T=b=tViCi_67;i/4^1/>(^J;^«\ 
-CH2-. -CF2-. -(CH2)2-. -(CH2)3-, -(^2)4-. -(CH2)5-> - (CH2) g 

-CHCH3-, -C(CH3)2-. -CHCCFs)-. -CH(CH3)CH2-. -C(CH3)2CH2 
20 -(CH(CH3))2-> -(CF2)2-> - (CH2) 2 C (CH3) 2 - ^ - (CH2) 3 C(CH3)2 

(2) \r^uvzm(D/\uy>mi^^^vx\^^xh<i:\^^C2-ey^^'^=-^>(M^it 

, -CH=CH-, -CH2-CH=CH-, -CH2-CF=CH-, -6(^3) 2-CH=CH- . - 
CH2-CH=CH-CH2-» -CH2-CH2-CH=CH-. -CH=CH-CH=CH-, -CH=CH 
25 -CH2-CH2-CH2-f«J:(i:) ; 

(3) 1 T^CV^L 3^<DAPy>m^^WL.TtiT'bct(^^C2_6T;U=^-l/>, (^^J^ 
it. -C=C-. -CH2-C=C-, -CH2-C=C-CH2-CH2-7'j:<i:) ; 

(4) -(CH2)viO(CH2)w2-' " (CH2)wlS (CH2),y2~^ 
- (CH2) wi CO (CH2) v2 - > - (CH2) wi SO (CH2) v2 - ' 



wo 01/25228 PCT/JPOO/06937 



-(CH2)wiS02(CH2)w2-^ - (CH2)^iNR8(CH2)^2- - 
(5) - (CH2) wSCONR^ (CH2) w4 - ^ - (CH2) wSNR^CO (CH2) ^4 - . 

- (CH2)w3S02NRS(CH2)w4-> " (CH2)w3NR^S02(CH2)w4-^ 
-(CH2)v3C00(CH2)w4- ; 
5 (6) - (CH2) vsNR^CONR^b (CH2) ^6 - > 

(K^ itmrntrnMrn^ r^^^rs tmMm^ ; wi i5^nvi2itou\^^v5(Dm. 

w3+w4 ffiOU^^VA^ ; w5 *5<tDCw6 « 0 T^Vi U 3 COS^^, w5+w6 -h^O 

2TJV=¥U>(m^it. -CH2-, -(CH2)2-=^<C<i:), - (CH2)wiO(CH2) ^2" (§2 
-CH2-. -(CH2)2-^J:<t')7^cC<H-r*^o 

15 ^T)\^^V>mfJi^. -CH2-> -(CH2)2-'5:a:), - (CH2)wiC0(CH2)w2-' - 
(CH2)^3COO(CH2)w4-> - (CH2) w3NR^C0(CH2)w4-. - (CH2)wiS02 (CH2) ^2" ( 
%^n\W\%^t.W^^m ; $e)(3$f^b<Ji-(CH2)wiC0(CH2)v2~^ ~ 
(CH2)v3C00(CH2)w4- (fS-^«BufS<h|W|S:a) T^ji^T^^o 
YH, ^ff^b<tS^^#, C^_^r)V^V>mX.\-l. -CH2-, -(CH2)2- 

(«3J;^tf. -CH2-> -(CH2)2-^cJ:^)7^j:^-e*^. 

Q«. ^fSL<«i^-&^. Ci_2T;i/^U>(«a|^tf> -CH2-, -(CH2)2-. =CH-;'ci: 
a). - (CH2)wiC0(CH2)v2~' " (CH2) W3COO (CH2) ^4 - , - (CH2)v3NR^C0(CH2)v4-. - 
(CH2)vlS02(CH2)w2-^ -(CH2)viO(CH2)w2- (iB^«ME«»:|^it^) ;$e.lC«f*L<« 
i^-^^, -(CH2)vlCO(CH2)w2-' - (CHj) ^3000(^2)^4 -» -(^2)^10(^2)^2- (IB-^fi 

md.t.n%mi UE-r^^b^. t^isn^^^z'^i- . -cHj-. -0-v -S-. -co-, 

-SO^-, -CO-CHj-, -CH2-NH-CO-, -CH2-0-CH2-Ji>WSl^<, i:Ot3tt-C0 



20 



25 



wo 01/25228 



O 



25 
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5 -To 

15 ^mmmi ti^Tit. m^i:£, mm^^^mm, m^^mmm. mm^y&mm 
. yyy. t:p-;k tf^y-;k 5^Ty-;K -rv^^yy— 

25 'J^>'>, 1. 2. 4-:t4^1^-:/Ty-;k 1. 3. 4-:t^lJ->?T^/-;k 1. 2. 

2-Src«3-7'j;i', 2-, 3-Sfcti4-t:°U>^;k 2-. 4- ^Ttfi 5-5^T^/ 

u;k 2-. 4r*>^^^ 5-:t^i^-yj;i/, 3-*;^«4- tr^vu;i/. 2-tf^>^ 



wo 01/25228 



PCT/JPOO/06937 

26 



2-. 4-Sfc:Ji5-lf' J ^>^-;k 1-. 2-*fcJ4 3-eD«j;i/, 1-, 2 

3--ry:^^ityj;i/, i, 2, 4-:t^t^v7'y-;^-5 — r;p. 1. 2. 4-;*-+it>' 
<«2 *;^«3^it)^#^7&^?,^&l:a) 1 M(D7K3^iig^<S:i^ViTT#^ 1 

10 Sg^^^^(2 ^;tf*3^i5:)5f#:^^^t:7K^(««J. ::^:7^^>, ^ >y'>. yjl^ 

ffi3) 9 ^^cfv^ b 14 $f ^ u < « 9 10 mcDm^^^^m^j^mmmmm 

:7^>, ^>y5^:^:7x>. ^>x-rs^V-;w, ^>X:t4^i^-V-;k ^> 

-1-^)1 ; ^>t'>-2-<;U ; 2-. 3-. 4-. b-^tcitS-^/ V )l ; 1-. 3 
-. 4-. 5-. 6-. 7-^rz\t8—CV^/ •J;U : 1-. 2-. 3-. 4-. 5-. 6-S^« 
25 7-^>]^0)V : 1-. 2- 4-^fe«5--ry-r>KU;U ; l-. 5-*«6-:7^ 
: 2-. 3-^^«5-4^/4^+l-U— ;U ; 2-, 3-. 4-. 5-S^« 6-^> 
V5^X-;l/ ; 2-. 3-. 4-. 5-*;t^i6-^>y7^— 2-. 4-, 5-Sfe«6 
-^>V^TV^J)l : 1-. 2-.4-. 5-^fc«6-^>X-r^5'VU;k 2-^^- 



wo 01/25228 



o 



27 
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1. 2. 4-;r^1t>f7y-;k \,ZA-^^-^i^7V-)V> 1. 2. 4-5=-y>? 

15 mm^'^mmmi <D^wmtvxn. 2-.3-^feji4-tfyai-u;i/;3 

-(i-:>-:75^;P)-i. 2. A-^^^-y7V-)V-^ — ; z- - 
1. 2. 4-^^+)->'TV-;i/-5 — r;i';3-(2-^>yy^-;u)-i. 2. 4-^^-9- 
>?Ty";u-5--r;u ; 3-:7xn;U-l. 2. 4-^4^ti-i^Ty— Ji'-s-^r;!/ ; 3 
-(2-^>X^^1t^/U;i/)-l. 2,4-^^-*)-zyyV'-Jl-5-^)V ; 3-(3--< 

20 > h' u;w -1. 2. 4-:t=^^it>'TV-;i'-5— r;i/ ; s- (2 — r >H u -1. 2. 4 
-:t^-t>-v7\/— ;i'-5--i';i/ ; 4- :7 x-ju^^ri/— ;i/-2--r ;u ; 4- (2-^ 
>>/:7^-;i/)^Ty— ;i/-2--r;i/;4-:7x— 3-^^ity— ju-s — r 

^)U;4- (2-5^x-;i/) :7x-;i/ ; 4- (3-5^xn;i/) y x-;i/ : 3- (3- tf u >^ 
25 ;u) >'xx;u ; 4-(3-hru>';wyx-;i^ : 6-7xx;i/-3-tf 'j>?;p ; 5-:7 

xx;i/-l. 3. 4-:t^it>^T\/-;U-2 — ( : i-(2—ty^)V)yj:.=-)V ; 4 

-(2-^>yy ^-;i/):7xn;i/ ; 4, 4'-7^;i/:7x-;i/7:i:£;^/^^^tf e.n^o 

mtiLtz r^mmmi (du:^^^^. ^mm^i^mmm] ^^zs m^^wmm 



wo 01/25228 PCT/JPOO/06937 

28 

2-. 3-Sfc«4-hfU>^;i/-efe^, 

5 >H— 3 -•i';UTa&^o 

/(0»J, >'^5^;i/Tsy, >?x^;i/Tay, >':/Dhf;i/T$ y, >^y5^;uT5y 



wo 01/25228 



O 



29 
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-5 rs^SJ thxm9r:iyr:ih<D^m^^<htl^o 

+ v> 2--ry'^)l:^^)V:t^i^. 2, 2->^^x-;WX5^;i/:t+i^> 3-:7x:i;i/ 

10 *^^tf^,n-5c 

' bTV^Tt>i;ViC7_i9T^;i/^;i/^^>'j t::;l3tt^ rg^^j ibT«. huSB 

tFlB rT'>;Uj iUT^i. ^ : -C0-r3, -C0-0r3. -C0-Nr3r4 

, -CS-NR3r4, -S02-R3a , _so-R3a, _so2-Nr3r4 C^cfi. R3«(i)7K 

bTViTt)J:V^M^MS ; R3a m\) UWkm^^\^X\^^X^^\^^mti^mm. 



wo 01/25228 



PCT/JPOO/06937 
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\^^^^mmmm'^mmi.x\^^xhj:i^:\ xm^n^Ti^jiu^fjmf^fibti^o 

10 . sec-Zf^JV. teii-^^)]^. ^>5^;K ->;l/7^j: ; 

U:7xx;i/^^;i/, l-:^75=^;^^5^;k 2-±:75^;i/pt^;i', 2. 2->'7x— ;u 
x^;p, 3-:7xx;i/yDtf;w, 4-7xx;i/:/5^;u. 5-:7xx;i/>^>-5^;i/fj:i: 

rg^S^WbTtiTfcJ;t.iM<b7K^Sj rg^gj tLXfi. m 

. :^^)V7^^. x5^;PTay. yntf;i/T^y, -fvyntfji/T^y. 



wo 01/25228 



O 



31 
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>^-fu\d:)i7^y. -J':rj-)vy^j. jfs.E). tt^s 

^iyt!)Virs:^)V. >^P>}?^r->;^7;UA}f-;K tert- >^ K:^->;^j;i/7j?-;U7:j:f). C 

^-^^T')—)V-ts)\/-^r-)i m. ^y^-iji. \--ryh^jv. 

2-5^y-r;i/. z-^y^ji. 2-yu^)V. z-yu^)V. y )V 

15 l-'^y^J]^y^^)V:t^zyijJl^^-)U. 2-±y'^)Vy^^)V:^^'^ts)V 

2,2--Jy x.::.)VT.^)V^^zyts)V-^~)V. Z-y jL-)V:fu\i)V:t^ 
'>:^;u^-;i/, ^-y x.-)V:/^)V:t^zyts)V-^--)V. h-y ju-)V^>^)V^ 

ts.E)s c^.^^T^)—)V-ti)vn^'i)V m. yaL-}vt})vn^^)vri.E) . 5 

;i//tt'f;i', 2-tfu >^;i/:^?;u/\'^-r;w. 3- trus>^;i/;?j;i/A^-r;p, 4-eu>' 
)vts)in^^)V. 2-^j:.-)vts)vn^^)V. z-=^x.~)vti)vn'i:^ )VUE) 



wo 01/25228 
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z.:lx. TAD^jrMb^nTViT'bckViC i_6T;i/=i^i>j , rADy>fb 

T;i/=lr;i/-:^;i/^x;i/j . rADy>'fb^tiTViTfej;ViCi_6T;i/4^;ux;i/ 
20 Jt;x;uj . rAD^r*>'fk$nTV^T'bcfcViCi_6T;u^;i/-;^j;i/7j^4^i^a Kj 

^ rg^^j ti.xMmVti'hm^m^^^n^o 

25 ©d^fflV^etl'So 

(mm. 2m^rzitzm^)ii^mm. $FSL<«(i) ^s=:^^g^^, ao^ui^^v 



wo 01/25228 PCT/JPOO/06937 

33 



>. tr^>?>, lfU5i/>, e'J37*i/>, 1, 2, 1.3.4- 
:t^+)-S^TV-;U, 1. 2. 4-^Tv?7\/-;U, 1. 3. 4-5^T>^7y-;U. 

>> 4H-^y<j':x>, -ry^yu>> 4^yu>. y^^i^y. -ry^Ozyy. 
^y=¥-^v>. ^-rv^jy. ->>yv>. j3 -;^7;i/7}^'j y 

15 x:^>hu>'>, T^Vi^y. yx.-^s^>y^u/^T-y>. yx.y^-^-j>. 

tf^^i^>. ^^ii->^5^ix>-i'5>, ^;P7j^u>. ^:i'=E)i^v yu^^^m^f 
25 y^u [2. 2. ii'Nt/^vfcft'^&^^^frf ?>n^o 

l-^fz.\XZ-^:r.~)\, ; 2-. 3-^;^cti 4- If' J >?;i/ ; l-'^fz.\^%-y 



wo 01/25228 PCT/JPOO/06937 



2-A--^rz\t5-^TW)V ; 2-, 4-S;^Jt 5-:t=^^-y-yj;U ; 1-3 
-. 2-Sfc«3-tfD'j;U ; 1-. 2-^fc«4-<^^VU;U ; S-^fetl 4- tf 

>j ; 3 - -f y 5^ y yj ;u ; 3 - y ;u ; i , 2. 4 - :r ^-y- r V 

5 2. 4-^^-tJ-vT^/-;i.-3-'r;P;2-. 3-. 4-. 5-^fc«8 

-=^ry u;p : i-. 3-. 4-. 5-. 6-. 7-^fe«8 — ry=^y ; i-. 2-. 3- 

, 4-. 5-, 6-Sfe« 7-0 KU;i/ ; 1-. 2-. 4-^^c« 5 — T y-T > H U;^ ; 1 
-, 5-^«6->'i$^'^>^:^;i/ ; 2-. 3-^fc«5-^y4^+l-'J::i;i' ; 2-. 3-. 4 
-. 5-*7t«6-^>y>'^— ;i/ ; 2-. 3-. 4-. 5-S;fe« 6-^>y^X— ;|/ 
10 ; 2-. 4-. S-^fdtt 6-^>y^Ty'J;W; 1-. 2-. 4-, 5-*7t« 6-^>X 

< ^ ;$^>/u )Vi3i E<D^mmm.mm.m m^it. i -. 2- 3- tf o u 

; 1-. 2-4-*fc«5 — r a^S^yUv^n;!/ ; 2-S/!:fi4 — T ^^^U::!;!/ ; 2 
-, 3-^;tJi4-tf^yU>^zi;U ; tf^Uv?/ ; 2-. 3-^^ti4-b:^Ui^;i/ 

m rfi^ss:#bTv>Tt)cfcv^igm^«j mwkmi tv'c\t. m 

IS rg^^^WLTV>T'bJ;V^C6-i4TU-;i/J {^:fett^ rs^Sj <hLT«?!l 
20 T'cCoT^iT'bctVio 

R^T^^n'S rCi_6T;u^;wj mpL\t. x5^;i/, yp 

tf;K -ryyotr;k -ryy^^;^ sec-y^^;^ tert-y5^;K ^> 

25 ^^mm.mmi tbT«. mier^ ^r^ ij&tj^BK-r^ rg^^^wbTVixt) 



wo 01/25228 



O 
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m. -n^/^ji^ < y-35^y-i';u. 2-^y-i';i'. s-'r/^Jl. 

15 A'^-r;i' 2 - tf u v';u;^;u/\*^:'<;k 3 -tf'j>^;i/:^7;u/\'^-r;i/. 4- 
, /Nny>'ft:$nTViTt)cfcViCi_6T;u4^;i/x;i/5jN-;i/ (^^j. 

tcfcVi 5 ^^cCi^L 6Mmfl^;^;i/^-;i/j , mmm^^vx\^^xh<^^^c ^.^^ 
;*7;PA'^-r;wj , ^mW!M^m\^x\,^x^^\^^c^_^^7^)-)V7.)vt^-}v^ \z 



wo 01/25228 PCT/JPOO/06937 

36 

-Nr5-S02R^*. -NR5-C0NR6aR6b {^^. ItT^^mm^f-^fzitC ,_^yj\^^ 

)v ; r6 («fBR3 tmMm. R^^ (iMiBR^a hmM.m ; R^^ ^R* tmMm^m 

:t4^e/*«^^f e>n> ^FF*L<ti. ^:-0-COR7. -o-coor7, -o-conhr7 C 

-So 



wo 01/25228 r \ PCT/JPOO/06937 

^"^^ 37 



zyU E) . mmm^m LT^^T t> J: C e _ ^ ^ T U -)V-t5)Vyf^~)V^^ m. 
;k >'^n^>5^;p, '>^a^^i^)i, i^^n^zf^Jl^, i^^ u:i-^'^JU. 



wo 01/25228 




PCT/JPOO/06937 



;p^;u-;^7;i/#-;k c^.^T)Vu:^i^-t!)V:^zL)u. -c^.^T)v^}v- 



wo 01/25228 ^^^~\ PCT/JPOO/06937 

39 



15 2-^;t}i3-tfO»J>^ii;W ; 2-. 3-*/c(*4-kr^U>^ 

mm\ $fSL<Ji:7x:::;k 2 -^feft 3 -5^x-;i/, 2-, 3-*;tti 
25 4-tf U>?;i/"Tffe'5o 

x;u. 2 -^>V:7^x;i/. 2 -<;i/> 'f>H-;i/-3 — nvx 



wo 01/25228 



40 



PCT/JPOO/06937 



y Mb ^ nx (.^T =b J; c 1 _6 T;i/^;i'*5<i:u^VN □ >'fb$ nr c 

10 W\u^>^^nx\^X%^\^^C )Vn^-^ii^ibm\-i.ri^m.WiM^ 1 

^^BJcD-fb-g-^J (I) , (r) ^fc« (I") (^)$fil7^J:^^J<i:bTJi, -B^JA^i*!^ 

Qm-^^^. -(CH2)vlC0(CH2)w2-S^-^i- (CH2)w3COO(CH2)v4- (ffi-^f^ 
20 J&^CH. t2 : 

ny>'fb$nTi.iTfej;i/iCi_6r;i/:3=t^->75^^Mtfn^B^s^. ^n^*n 
i^;^c«2<HWLTiiTfect{.^^^^5fSMS ($fSU<«:7x-;k 2-^ 

25 fefi3-5^xz:;K 2-, 3-^rc\t4-\d^ji?)i) ^tMm^^mmm m 

-OF-;!/- 3 X&^it^i^o 



wo 01/25228 PCT/JPOO/06937 



Qi)^^-^^. -(CH2)wlCO(CH2)w2-*fe^*-(CH2)w3COO(CH2)w4- (s2-^J* 
5 *^*CH, t2 d^N ; 

10 fe(i3-5^xr:;i/, 2-, 3 -^fcfi4 - tf U >^;U) m 
^L/<«2 -'^>V^x-;i/, 2-^>y:7^-;K -r>H— ;i/-2 — r;k 

15 Yd^*i^'&#Sfc«Ci_2T;U^U> ; 

Q*«^^#, -(CH2)wiCO(CH2)w2-*^^*-CCH2)w3COO(CH2)v4- (fS-^fi 

20 f)^-D 

rc(S3-^x-;k 2-. 3-^^cti4-t!U>^;i/) ($f 
25 *b<«2-^>V^xx;i/. 2-^>y:7^x;k 'r>H— ;i/-2 — r;K 

4) X/&^**gm0^T*o, x'-^^7mmi^; 



wo 01/25228 



42 
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5 

15 Qti^m^^^. -(CH2)vlCO(CH2)v2-S^t^-(CH2),^3COO(CH2)w4- (IH^Ji 

fcfis-^^x-;^ 2-. 3-^/!:«4-k°U':^;P) ($f 
^L.< Ji2 -^>v^5^xxji/, 2-^>y:7^x;K 'f>F-;P-2 — r;k 

6) 




^$n^c,_6T>'W^«^ mmhr:iR^x^-^n^c ,_e7)v^)itmMmx$> 

7 ) N- [(IR) - 2 - [(3R) - 6 - □ p - 3 - [(S^ ^ 7 ) ^ - 1,2,3,4 - 
•xH^t Hn-l-^y U— ;U]-l-(l--r >H-;i/-3 — ( jV;^^JV)-2-:t 



wo 01/25228 /^Kk /|K PCT/JPOO/06937 

44 

. i>>^)iyr^^^^]^ mmm 51). 

N- [ ( 1 R) -2- [ (3R) -6- P D -3- [ 5^;i/7 5 y ) p< 5^; W - 1 . 2. 3, 4-5" h ^ t F 

D-1 y U - i- (iH-r > K-;u-3— r Jl^^ -2-7^-^ y x^;W -i - (s- 
-r U-;i/:^j;i.j}?zi;i/)-4-t:^U>?>;«7;p?i^=^-tJ-a K (HJS^Jiis) , 

5 N - [(IR) - 2 - [(3R) -6 - P P - 3 - [(i/ a / ) ^ - 1,2,3,4 - 5" 

h^t HP-i-^y u^;i/]-i-(i--r>H-;i/-3--i'ji';<5^;p)-2-:t=^^ 
yx^;i/] -4-(4-7;i/:tP^>V-r;i')-i-fc:°^'j>^>:^;uj}^^+hs H (II 

4-(4-^ P P'^>V^-r ;i')-N-[(lR)-2-[(3 R)-6- ^ P O -3- [(>?>5^;i' 

10 T^y)pt^;i.]-i,2,3,4-7^h^fc Hp-i-^y u-;p]-i-(i--r > H— ;p 

130) , 

N-[(lR)-2-[(3R)-6-i7 p P.3.[(>?^5^;i/T ^ ^ );>^^;i/].l,2,3,4-7" h ^ t H P-1- 

U ->].i-(iH--r > ;w-3-'f ;Ppt5^;W).2-:^-:^y x^;p]-4-(4-:J7 uuy:iL 
15 y^'>)-i.tf^'J>^>;«j;i'3i^=^^ii-s K (*»i42), 

N-[(lR)-2-[(3R)-6-i^ P P-3-[(>^^5^>'l^y 5 7)>5^;b]-l,2.3,4-7^ h ^ b F P-1- 

^ y U x;|/].i-(iH--r > H-;L'-3-i' 5^;U)-2-:t^y x5^;1/]-4-:7 ji y ^iz-i- 
N-[(lR)-2-[(3R)-6.i7 o P-3-[(>?^5^;^Ta y )^^;l']-l,2,3.4-7" h ^ fc K P-l- 

20 .^^y u x;u].i-(iH-i' > K-;i/-3-<;i/^^;i<')-2-^.+yx^;W]-4-[(4-r7;w:tp 
•7 3ix;i');?.;i//}^x;i/]-i-fcf^U i?>:^7Jl/Ji^^i^-$ K i.mMm 148), 
N-[(lR)-2-[(3R)-6-i7 p P-3-[(f/y 5^;i^Ta y)P<^;i^]-l,2,3.4-7^ h ^ t H P-1- 

^y u x;i/]-i-(iH--r > H-;u-3-i';i/y5^;P)-2-:t+yx5^;i/].4-[(4-i^ np:7 
Jcx;^)7.;^3}^x;^].l-t^^u>^>;^;;^7^^^■t^a k (HJS^iiiso). 

25 3-(l-^>^/<;W-4-tr^U>^x;i/)-N-[(lR)-2-[(3R) -6-i^nP-3 

- ^ '^}V7 5 y )^ - 1,2,3.4 - T^h^tKp-i-^yj x;u] - 1 - 
(1 — r>H— ;i'-3— r;i/p^^;i/)-2-:^^^vx5^;w]y°p/t>T$ h (^js^j 

31). 

2-[(l-^>^y'r;i/-4-tf^U vX;U):t4^v]-N-[(lR)-2-[(3R) 



wo 01/25228 



o 
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□ p-3- 1,2,3,4- 5^ h^t Ko-i-:^y 'J— ;u] 

-i-(i--r >F-;u-3-'i';i'^5";U)-2-:t4^vx^;i.]T-fe hTS H (mm 

it^m (I), (I') ^r^ii (ro (DrntLxi-i. mpi-it. mmm&t<Dm. 
5 7>^=i^Am. ^mmmtom. Mmmt(Dm. mmmiKDm.. mm^^rc 

>:i^. ^37>x;W3fN>^. ^>-bf>x;U3jN>^. p- i-;ux>x;1'7}n>®?7^j: 

it^m (I) , (10 , (I") ^fzit^om mr. ^mM(Dit^!^tm 



wo 01/25228 
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15) <Dz^a\i^y^i^. ±i^mz:i5i-f^±m^^TX'mm^wmmiz^^Kit- 
iz^o^^moit^mz^mr^it'^m. 'rrjitD'^mmmzmi\:> mtc^ jp7Jc 
^^mm^mz.vx:^^BM<Di\:^mzmit-t^it'^^. wmmz^omyi^^mu 
^^m^Lx:!^m^o)it^mzmit^r^^t^m^^^^o :^^m(Dit^m(D-:/u 

^;Wk. ^>-5^;UT^y;^j;i/5j^:z;Hk. (5 2 -^4^y- i, 3- 

-r;Wk. :/P/t/-i';wb, tfnn-i'jwb. -tf-^v-;Hl:, y^OMt. T^— 

xx5^;Kb^ X h^>^:*?;i/^x;i/:^=t^->x^;i/x:^7^;i/'fb. y U s^;i/xx5=- 
;Kb, (5 2 -::r4^v- 1 , 3 ->^::t^vi/>-4--r;u) 

m ^im^^^wtWti 6 3H;«»^^ 1 9 ^n\zum-^nx\^^^xoi3.. ^mm^^ 
x:^mM<D^t^mzmt-r^ h(Dxh^x^^\,^o 

i^r(Dx^—A^\zmm^rix^^^it^mit. m.^mf^i.xi^^xh^K. c 
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^MtKJt^. 7^\^it^Jt^. J^-y^MtRlt^. mt^ft-. MTt^ft:^. ^U7it 

Jl—Z/' T^WtU— i^3>X (Organic Functional Group Preparations) ^2 
Kg. T;^T^S >y (ACADEMIC PRESS, INC.) 1 9 8 9^fiJ ; Il>-7'U 

^>i>y • :^f— ^ - h-5>X'7:t — — v'3>X (Comprehensive Organic 
Transformations) VCH Publ ishers Inc., 1 9 8 9 ¥T«J^lCfB^<7)^^i, 

10 Vi«jintc2pT^:^j4{cb;^c;5^oTfTt3n-2>o 



[X^-Al] 




15 G*-e^^n^T^y»<z){*m»<i:bTti, '^m(D7 ^ y mcDum&hmmcD 
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5 CO . 1 -x^;i/-3- (3->'^5^;i'T5/yDhr;i/) :<j;i/7j^v-r^ H M 
mM (WSC) fcCiij&^^frf e>ti^, ^^^Jj^T't. WSC;6W^L.Vi, 

UTy-;i/ (HOB t) 43 J; 0^ (*^c«) 1 ~ 5 ^S<Di&a^^JpLTfe<J: 

15 T^m^tm Ti^mitv^^A. Ti^mit-^h^jOM,. 7K^mit:^'j'yA. Tiamit 

-tl-;^5^;l/>^>'^>^h\ ;^'J':7A^+-y-p<.5^;P>?'>^S^H7jj:^) , T}Vij^)^m, 
hU'>AXh4^>^h\ ti^)^A ter t H^i:) 75:^®3^ig» ; 
:^hU'^A. 7K®?'fb:^U':7A. 7Ki^'ft:U5^':7A, yimitn^)^h.UE) . 7)V 

^;i':*^U>> v^5^;U7 5y tf u^/>, dbu (i, s ->^7-^}^i^^a C5 
. 4. OD •^>-7^X-7-X» , DBN (1. 5 ->^T1ft*>^i^D C4. 3 
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. 0] y>-5-x» u^(D7^>m. mx\t\dOi^y. -i^yv-ji. 2 

ii) ;^7;i/4^=^^v<DS^£:'l4^##:$fflVi^;^& 
5 it^m (III) *1J1~5^S ($f*L<«l~3^«) (Dit 

(II) ^«i4^^4'T'JK;?&^i3-'5. 
Ht-^m (III) ir^oV^T. MCvl4lll##:<hbT^*, ^/N^ 

Li c 1 _ 6 t;!/^;!^^ j^A D y >'(i: $ nx ct c 1 _ g y;!/ n ^ v-T&n fj: 

20 mm. ^m^n^mm. xh'j;um^/«, rani^ig®, ^h>i^^^. 7s)v-t- 

3l:i:(DfiJ'&-r^-&L'TfflViT=b=fcVi„ fj:;i)^-Ct>7=- h^ti Hn7^> (THF) 
. T-fehxhU;k S^i^PP^5'>, ^PP/f:;i'A, g^^x5^;U;:j:^:/&t$f^L 

;Kji&Btrpi(*, *tj 5 ^rai- 4 0 nfi\. $f * u < 1 ~ 5 ufrBiT* 
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A. ymit-rh^joA. ymit^^j^A. mm7m-rho^A. ^mymti^j 
xm2 m.^mKJt^ 

MIBXjgl <!il^I1^c7)T5 H{bSJf£:{Ci;0, 'fb^tl (IV) tit^i^ (V) i:^ 
15 -^iC (I) {C43LiTT2/{>t=N-, ♦ - ♦ T^^^^^-^tf^^^b^^ltj:. TfHX 




(la) 



10 rg^a^WbTViTt>«kViC6_io^'J— ;i/:r^>'j {;:43it^ 
xg4 y^hMl:;^;^; 



wo 01/25228 
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mmj:mitmm<D7^\^itK}t^iZj;:r), it^!^ (IV) tit-^!^ (VI) 

xm 5 mumKJt^ 

5 (VII) ^wtt^o :^Km%. T^/m(Dm&^'r:^^G'^<Dmm\z^r^. e 
utr*>itmityi^m^mm. ^mm^mm. :=.hu;p^?^^> t^h^^^se^ ^ 

25 V^o 

<«^tJO. 0 1~0. 5^»T^§. 

uy>itm<t7i^m^mm. j^Wtmmmm. zLh^jji^mmm. 7^\'mmm. y 
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5 s^£;BtrB^ji, 0 . 1 ~ 2 4 mm. ^ u < o . i ~ 5 mmT$>^o 

^ccis, -fk^ti (VII) mt-^!^ (I) ^'^0iiir^rzib(Dmmu'^0Z'pmi^T'$> 

-So 

HUG ^ -Q-Ar im^mtmtd.tmMm'^^'r) xm^n^mcDm 

A. 

10 it-^m (VII) tfb^^j (VIII) t^K!t--^^^:itiz^^x. it-^m (I a 

it^m (VIII) "l^t^QfC^Bl/iT. M^LU3^S-r>5'EHgS7&^X0> SOSfcfi 
15 ^ti. it^!^ (VIII) ^-tDQlc^sViT. je£ilSLlfcl5?J|?-r§^tgS75^#^;^;P 

^7;u^;Ht:JSi^?«, ^y^f^^t^^i^ (vii) mi --5 mm m^\^<itm 

l~2^«) (Dit-^m (VIII) :^SCD#^£T, ^fSttrglK^'T^KJCt^^^ 

^:Lii\z^-oX'i=rt:>ri^o 

u^yitm.it7\^m^m^. "^mm^mm. ~h'))i^mm. r^\^^mm. t 

^^;U4^;PAT^H (DMF) . Tiih>. Xi$^y-;i/, hfUv>, 7K;'^j:i*dt 

js:^t^Nf Peifi, 0 . 5 mm^ iux$>^. 
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MfaxS6tC43ViT. 'fb'&tf (VIII) ©)6^t50{C, iC: : OHC-Q'-Ar (Q* 
- (CH2) ^yCO (CH2) w8 - > - (CH2) wqCOO (CH2) ,,10" 

(w7:fej:D^w8 tiOni:Vib4<DS|^<£, ^O^O w7+w8 ;&«0 ni:liL4 ; w9 iSjzZS 
10 wlO «0:ia:ViL3(D^iC^. w9+wl0;(>«O}^j:ViL3Sr^-r) 7^i:<if7&W*b 

#J (VII) <hi&jl7t6^T;i/^;WkSj;&t:i#-r::i:(Ci;oT, fb'&tl (la) 
15 ^il7n6«JT;WWbR^Sfi, -ft^^j (VII) <hJ^l~5^« ($f*L.< 

25 7Km'fb7t^o^:^hU'^A, hUT-fe h^->7^cm'^k3^':7m:^-^U'^7A7&t^^fe»n 

Sli&^PBl«i^ 0 . 1 m^-- 4 8 B^FbIT^-S. 
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5 [7.4^-A3] 




(Ic) 



urn? ^uTit^jt^ 

it^^ (VII) ^0U7i\:KJt-\zi^-rct\z^r). —1^^ (I) lCfcV^TT2 

(lb) ^^BTSdiTi^T^So 
M':>l/T'fb-RJC&tt, ■e^iJAti'^b'&i^ (VII) l~2^a:©fl::^#j (IX) (^y 

mm. mwm^mm. i^h^jjimmm. 7^\^^mm. ^h>^mm. xju'^ 
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(DMF) , 7-feh>, tfU>'>> TKT'cC^T&W^bVi, 

10 (VII) (C^b, ttiS^«~2S«T*§o 

^b'&^l (VII) Sr5^:^'::7^T'fb>RJ«:{C'^J-r^li{CcfcD. — ISSC (I) (C:}3(.^T 
'ft^i^ (Ic) ^Mjg-rSCt>&tT^-2>o 

15 M5^:^»:7i/T^i:^ji&«. ^jAmb-^i^ (VII) 1 2 mm<Dit'^m (x) 

tD-^it^m (Id) A4tclB«<D;)^*fetcj;oTt>®i3t^ti-S„ 
20 17.^— A4] 



X' 



(IV) 
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(IV) tif^\^^L2'^m(D\t^i^ (XI) ^m^mm^. m^x- 

5 ^.^^XmO. 5~2 4B#rB^S^$-fr'5o 

^-^UTffll/^Tfectlio f^i}^'Q^T^h^V^))V. THF, -J^uu:^^yti 

20 D-7^> (THF) . 1. 4--:/:*-4^+f->, 1. 2 - -J:^ V^^JL^ >t^Ei)^ 

mm ^^mm^m^i tvx\%. mp^-U. ^>-tf>, h;i'X>, 4^->u>. 
h&bB rr^K^^^^ij tvx\t. m^U. n. N->^^5^;L'/fc;uAT^ h ( 

DMF) , N, N->?^5=-;i/yii hy^ K, N-^^;Utf P'J H>7^£7j>^'^tf 



wo 01/25228 JBk ^^p, PCT/JPOO/06937 
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Mso) r^^^mw^n^o 

^ h^5>:^7;i/>^*-;i/. x h4^i/;^»;i/4^-;u, t e r t - h+>';^»;i/#x;i//j: 
->u;i/. >^p<^;u>'xx;P'>u;i/> t e r t - >^^;i/i^7«>^;p->u;i/, t e r 

25 ^>v;U}^cj:£) , :7aix;K hu^;k ->u;i/ h'J^5^;i/ 

'>u;i/. h ux^;i/x'j;k >^^^;u:7jcx;i/s^u;v, t e r t 
^;ps>u;i/. t e r t - >'*5^;us?x5^;P'>u;U7'cC^) , C2-6T;u^x;i/ (^y 
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T'Dif;!/, <yypfcf;i/, y*^)V. ter t -y^^jUT^ccif) , 73ix;u, 

^x;i/, 2 -7" t Hp7^x;1/. ->'j;u (^j, h u p^5^;u>'U;i^> hux 
^;i/vU;u. vp^5^;u:7xx;i/i/u;i/. t e r t -:/5^;u-:/^^;i/>'U;u, t 
10 e r t -y^;i/>fx5^;i/->ij;i/7^j:<>f) . C2-6/';i/^x;i/ i-TVJlU 

ym. ^m. ^^mt^E) . c,.^t)v^)v m. ^^)v. x.^ji. y' 

) ^fetixhPT^cC^-rsm^nTt^TtjctVio 

-c:/ ^)V—'f7s > z^>±ii^X (Protective Groups in 

20 Organic Synthesis) , John Wiley and Sons T«J (1 9 8 0) iZt^W(.<D:^^fji^ 

25 Ttmt^E^m^^^n^c 

it^m (I) ^^<^¥©, mx\t. '^m^^. m.'m.m. ^m. mm, 
nm^B. c'O'^h^^y^-miz^'oTmmmm-r^zt^^'c^^o ^rc. 
it^m (I) (DmMt'^m^fM^(Dmt. muhmm'j^fi\(D^^t^E\z^ 



wo 01/25228 
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:^mmit^m (r) d") fi, ±m<Dit^^ (i) omjtfiitmm 

5 it^!^ ( I ) yt^m^^. -feg^lS^^ EiS^tfe^^^^ 

15 1) ^mnm^m 

^-t^^t^^fsmuit-^m m^it. (+) -'^>^jim. (-) --^> 

^jm. ( + ) (-) -MHi^. ( + ) - 1 - '7j:.:^^)\^7^>. 

(-) - 1 -:7 3:^^^;UT^>. (-) -S/>niii/>, y^i-v 

>?^j:^) tm^m^^it. zLn^^mnf^^mz^-ox^mL. mmiz^ij. 

^m-r^ysmo mxitmi^^nTh^^y^(Dm^. enantio-ovm 
25 jiti'^Aizyt^miii^cDm^m^mMiL. tk, u>m^» 

U^V^^y^—om'^. CP-Ch i r a s i 1 -D e X CB x;i' 



wo 01/25228 { ) ( ) PCT/JPOO/06937 
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3) i^TT^y^U^-^-i^ 

\\L'^m (I) 3- K^H-;!/- 3 --r;i') -runj^)\/m\z.^\^^2 

^^TM (43cI:I^') 1.2. 3. 4-7^h^b Ko^y U >-l— r;KD3^{C^^«'[44' 
C^^Wb, i^Tt^fSlt^'L^fC^Sl^T (R) (S) i^t^^^^T^o CKDo 

•fe. (R) WX&^it-Bim (10 ^7^:« (I") TiW^LVio 

25 :*:^BJO<k^^Ji, <hO*^tt> 2^%BJ(D<b^i|^{i, ® J^e<J7^=C V V h X 5^ > 
1ty^-ry2^^#: (SSTR2) M'&iaSf^ffl, fcC^&^Tfe V7 h7>^S'5^>■y- 
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X7l^U/N°— tfCZ-f y i/I — ;i/3 - U MAP4^:^— fe\ Na*/H 

-So 

, -f^, ^^n. v::77., ^-yhfcCi:, «}#lc:t:h) (D^whXiS^^>^ 

iijj^;i/^> (GHRH) , ^t»:»M7i>;i/^> (TSH) , -ya^^^-y. 

15 '0>^^v>^-fi^^n-xyT^^ — 1 ( I OF- 1) isinc M^p^^ 
mmm^ cvegf) 75:^75^^tf e>n^. ^ y^mmi^mm ^bxti, 

«\ A'yT^^^:/-r>T-7>T-^-^;i-^U'Ky5^K (vip) . ;^xhu>, 

^*;i';^jzf>«|^y5^H- 1 , T5>J>, +I->^X^>X-P, CCK (ziU->X 
> if, -r>i5'— a-r^>-6 (IL-6) , -r>^— 

20 (I L-1) 7^i:£(Z)>r>^ — P-f^vm, TNF - a)&<i:(3DlJ--r h;t» 

o 
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mm. -OT.uy-T, tui^^y-r \^ua(Dmm(Dmmm. (2) mmm m 
. >x u >^wm ( I m) mmm. >x u >$m^m dim) mmmtji 

m. mmm^mm'^, mmmi^n&. mmm^nmmm. \^->'&mm. Bil 
5 ^i&MBmr<ii^) (Df^mm, is) >y^') >M&(D^m^rzit±w^<Dnm 
tii^izj:^mm. 'M^mt£a(Dfhmm. (4) m^bm^ mi^m^k. mm-rn 
y^xT-A. tuMmm. mimmm. w0k. ^m^^m. mmit-km^irji^ 
(DfhWM. (5) ^uzi/t^^-- ifaommmzwom^um^cD^mM ( 
m. :»7.ho>'^mmm<Dmmuii) . (6) nmrnmrnrn'^jt^iz^oT 
10 ^^—\f(D^mmmm. ^izitmm9vm^m(D^Wimmm. (?) ^i^mo^ 
mmy. ^mmm^rz\tm<\:m(Dmwjmm'^izmm-r^Tm shor 
t bowe \ &mmu^) . mt^mmu^<Dmmz^m-r^Tm. 9c^^ 
^bmmmzi^m-r^Tm. v i pm^mmu^(Dwm\H^mmmizmm-r^T 
AiDsizmmr^rm. ■^M^mu^izi^oMm^^m>^^mizmm-r 
15 ^Tm. mmm\zii^mT^Tm. mji^nrnmrnmiz^rn'r^Tm. ±^i^mt 
mzmmr^rm. ttfmnmmmzmm-r^Tmu^<Df^mm. (s) ^>t: 

mmm. mmm. wm. m'^m. fffMj®, mmm. 0mm. ^^y--^, 
20 JB. $):#^M> mi^n^mmm. nm^mmm. mmm. mmm. nmmf^^ 

. wn^rMmommm m. ^^^->:7x>. LHRHT=f^7^h. lhr 

25 2t^E) tmrn^xm^^^^Ltifi-Q^^. do) m±^'tmm. wiwmi\^^ 
. 'L-^mm. 'L^mrn imz. f^^m.'f^mmmmm.m'i^cD^t-mmm) . sit^ 
mf^(D^m ' f^mm. (id ^^M^mmtHit: ^mm. ^m!k'&^m(Df^m 
m> (12) ^mmizi^m-r^^mf^^mm (m. ■^^T.^yy.p. 
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<H) fcc^) (Df^mm. (13) nmmmm^(Dm^' ^mizmm^R\i-r:it 
. mmimm. ^^i^m^tmuEof^mm. (i4) mmm m. mp^mu^) 

. JlT^i^, T;i'D-;H4ffFl«t, Km.WA. B^ffFi*^. cm.WA. AID 

-)mfff0kfs.E<D^^ • fhmmiiVTmmx$> o , ( i e ) m^^m. xi^. 
15 iij^, m,^^fs.E(D^mn.E\z^m\^^^n. (i?) ig^^^v^^tiiij^-)* ( 
m^^mm. ^'^'imm. mm. (^j, mm0k. ^j^-^^. nm.m^ 

?>IC, (18) it^im (I) {::aig^fcJM^;^cJ:X^-+>— ^^LTSjfl^tt#/ 

20 •r'5Mii<z)-rp^->'>i^> (19) it^m (i) (cias^^cittji^?^ 

$e»{:i> v-7hx^^>«. s^m^^ju'E>(D'^m\zm^i^x:ho ( 
#tcssTR2) . 2^^BJ©^^:'&^^^it^*^vi^ififeS7^^;^t>(D^j^^^^{£ii 

ibTti, -r>xu>'fe#tt cim) *^c«#^fe#i4 (11^) 
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>^rzitAiDsu^iz^^Mmm^j;:zsmB^^(D^m. tpn (^mm 

15 ^fcmmu^(Dmm.mmzm.xh. f^&(Di^m. 5.)i^^m(Dmm. 
mm\z^^^m - mo^j]^xi^m<Dmit. mz^n^m^!^0:(Dmmu^iz 

-^U^ymW . JTT-501. GI-2 6 2 5 7 0, MCC-5 5 5, YM 
-440, DRF-2593, BM- 13-1258, KRP-297. R-1 
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19702, cs-011 t^^^m^fi^n^o 

^UnH, 55"^U-F (KAD- 1 2 2 9) , J TT- 6 0 87^cJ:^/&^*#tf 
t:t5>'T::>-r H^JiUTtt, ;<h:^)U^>. •:f-!t^Jl^5.>. :7x>71n;1/^ 

7&^#frfe>n'5. -r>XU><i:bTfi, O. 4 5 75>e>0. 9 (w/w) %(DM^^ 
^^^^>hab^VHt^^# m. INS-ITS;^:) T^-pT*)ctVi„ 

T^cC^s, 'r>xu>{3H, mmi^bm. mmm. nmm. ^mm. m^mu^m^^ 

^ 3T]^Ui'V>^mWi^WjmtLX\t. m^it. AJ-9677, BMS- 
196085, SB-226552, AZ40140 f^^:fym^-f^n^o 



wo 01/25228 
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ARi-509 :AS-320i fji^i:)m\<i<bn^o 

. p<T>5^> (memantine) , hf K U > (pimagedl ine ; ALT-71 1) UEi)^^ 

10 ^tl^o 

15 So 

20 u;k T^-t::/'j;k (Jfe^) T^^yj;!/. Uv'yyu;!/, <^yyu;K 

AL 0671, NIP-12l7^j:t'*^#tf ^nSo 

v^y^)V. n)V-^)v^y. -iji^-^ji^y. cs-m. E4muE'/)mif'bn^ 
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y >('^'7f-Ym'c^m}z\^'z\x: mx\-t. ^-tf:?^ ^^yj-y^zr^y 

10 o 

^i$^-feVtA, i^o:^it^/^A, :/n-7ifA°A, D^ifA'A, T 

;i/ >^ ^ y ^ A . >' T -feVN" A ^7i>^^# ^ n § o 

;U^> (i5iJ;ttS, GHRH) , GH, IGF-lj . TiJ-^f h;^-< >^^-5Vi 
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10 0S»%T$>^o S#>>P-H> ^^B^^t^t^cfcO^T^C 

M^it. mp^mmmmtLx. (*^6 0kg) izni.. mamtv 

X. llHl^rcO, W?;*^^ (:^mM(Dit^m iiLxmO. l~ 5 0 0mg. 
$f^L<«*t)l~l 0 Omg. $ bl3$f ^L< 1 0 OmgT^D, IB 

5 l-^^miZ^^fX^^-t^Ziifj^X^^o 

. mMmuti^xmm(D^mmm$>^^^i^tmMmi^!^m^^$>^f^n. mp.i:£. 

10 , !ii>mizjt^cx. mmm. mmm. m^m. -w^^, mmm. mmmuacD 

mm^mLi^xit. m^i^. Bm. d-t>-i — ;k 5^>y>> n— 

zy^^JVX^-^'rhV^I:^. L-t KP^'>yptf;Hi;UP-X?^j:<i:?!>^'^tf 
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10 mmmhvx\t. u>^it. i^i^i^, j^s^:^. ^:r.>mmu^(Dm 
15 uEtm^i^n^o 

i^yom^m. mmm^(D r^iaj «o;:i:iib3 orsr^b, ^mmcDm^m: 

25 TSd^Lrc. 

s : >'>i'^lx^y h ( s i n g 1 e t ) 

d : y-^Uv h (doublet) 

dd : ^':^)V^':fUyV idonh \ e doublet) 
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d t 
t 
q 
m 
b r 
J 

H z 

CDC 1 3 



'J:/^^;/ h (double triplet) 
hUT'U^;/ h (triplet) 
^ yJl'ry h (quartet) 

h (mu 1 t i p 1 e t) 
K (broad) 
tiv~f^) >^^^ (coupl ing constant) 
(Hertz) 



DMSO-dg 
THF 
DMF 
DMSO 

ws c 

^H-NMR 



I R 
Me 
E t 
HOB t 



(®#:7U— ft:$rCDC 1 a^TiPiJ^UT^io ) 



I PE : i^-r vyptf;i/x-x;i/ 



2 - [ (2 - p p - 6 - X H p 7 xx;i/) ^ U t'>] P vX5^;i/ 
CI 

A^/^CO,Et 

2-/7na-6-XhP^>X7;i/5='t H (20. 23g), -^PV^i^X^JV 
(17. 63g)(DM7Kg^^(36inl)^?^{3^^;4<^;dU"^A(16. 48g) ^JP;i, 110'CT2 



wo 01/25228 




# 
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m (34. 89g) ^ntco 

5 iH-NMRa :1. 00(3H. t). 1. 37(3H.t). 4. 03(2H.q). 4. 36(2H.q). 7. 48(1H. dt). 
7. 7I(1H. dd). 8. OO(ias). 8. 04(lftdd). 



2- [(5-7;U:tP-2- - ho>'x:::;i/)^5^Ux>]-TD>^s;x^;i/ 



10 ^mm\z\^'r:mmit^m^%r^. 

lH-NMR(CDCl3) 6 : 1. 10 (3H. t) . 1. 36 (3H. t). 4. 15(2H. q). 4. 35(2H.q). 7.10 
-7. 30(2H.in). 8. 13(lH.s). 8. 28(1H. dd). 
##«aj3 

%-^uu-2-^^V-\, 2. 3. 4-5^ h^k KD-3-:^y U yti)V-^>m:^ 



2 - [ (2 - o D - 6 - z: h o -7 X ^ ^ U 5=" >] V D >^ vx^;p 

(34. %%g)(DJi^ y—)VmmmOm\)\ZQXZ-T:7i^mit^^^m±h^)^K{.2. 02g)^ 

gs.-s: : 174- net:. 

25 #%#il4 

6-:7;W::rP-2-:t^V-l. 2. 3. 4-5^ h 7 1 U >iJ)l^:^>fk 



##^J2 




15 



CI 
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COjEt 



O 



H 

5 ##0iJ5 

5-i7PP-2-:^-^y-l, 2. 3. 4-5^h-^h HD-3-4^y U>:^;U5j^>^ 

a 



5- ^po-2-^+y-i, 2. 3.4-7^h^h FD-3-^y u >;^?;i'4<>@[x 

(1 5. 23g) ©THF (1 SOm i ) 43 ck O^^ iS' / -;K1 20m 1 ) ©^^J^^t 1 N7K^'^^::^ 

fS{3iN:^i!(70ini)^o'CTri§TUfc^, g^mx^;i/Tjsmbfec ^mm^mm^ 

(15. 89g)Srf#/i. 

it^. : 179-1 set:. 

15 ##«3|6 

6- y)P:ta-2-:t=¥V-l 2. 3. 4-t- h ^ t H n -3-4^7 U >;<7;PJi^>®^ 



H 

B!!!.^144-147'C. 

20 0^mi 

5-^pn-N.N->'pt5^;i.-2-;t^V-l. 2, 3. 4-^ h ^ b H P -3-=^^/ 
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5_/7 0P_2_:t^=^y-l. 2. 3. 4-T-h7t: U>;tf;b3}^>^ 
(11. 34g), >?^5^;UT^>i^^:^(4. 95g). H0Bt(7. 83g). WSC(10. 71g)43«J;rX h 
UX^;|/T^>(17mI)5£:7-fe h-b U;Kl00^ll)43J;mHF(100mI)©^l^^^{- 
mj^. : 257-261*C. 

10 6-:7;i/:tP-N. N-S^p^^;U-2-:t^y-l. 2. 3. Ho-3-^ 
H 

S!ll^289-291*C. (^m) 
15 #5|-M9 

5-i^aP-3-(N. N-v^5^;i/Tay)^5^;U-l. 2. 3. 4-7^h^t: Ha^y 




5-i7DD-N. N->'pC5^;|^-2-;t:^y-l. 2. 3. 4--x h ^ h H n -3-4^/ 
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mm^ua^TMmi^tL. mm:r^)ix'mmvrzo mmm^Ti^i^j^zsmm^m. 
T^#LT, mmit-^mii 52g) ^nrzo 

5 BS.^, : lOT-int:. 



3- (N. N- y) ^5^;i/-6-:7Jl/:tD-l. 2. 3. 4-7" h ^ b H 



10 ^m^^mmizLxmrnit^i^^mco 

gi,-^! 04-105*0. 

1 - [2- (R) -T^ y -3- K > H-;i'-3-'r ■T'nAy -r;i/] -5- ^ □ □ 
-3-(R, s)-(N. N->?y^;u75y)y5^;i/-i. 2. 3. 4-5^ h^t Hp=iry u > 



N-(9->';l/:tm;i/7^ h4^>';^7;i^7}?-;W-D- huyh >'r>(6. 44g)43j: 

D^DMF(0. Um\) (DIKF mmDmmiZ-^^^^J )\^^ U V H (1. 6ml) COTHF (1 Sml) jg?^ 

^orTMTU;^co jKft;;?^^^?aT3053'FBmitm. 5-^dd-3-(n. n->^^5^ 

;i'T^y)p<^Jl^-l. 2. 3. 4-T-h^t HP=^^y U XI. 13g)<^@^^X^;i/ 
20 (50ml) ?§?S:}3cttXtafnaW7K (25ml) (D^'&^d^fCOIC-eMTLfc. ^STl^FBltt 



##^»J10 




H 
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IR(KBr):3283, 2934, 2820. 2774, 1647. 1568, 1460. 1354, 1186. 741cm" 

1 

5 ##^J12 

1- [2- (R) -T^ y -3- (-r > H-;i'-3-'r;u) -/n/^y^jv] -3- (r. s) 
-Oi,ii-i^}f^^JUT^ y) ^^)]/-6-yjU-tn-\, 2. 3. 4-^h^t Ha^y 



10 ^^mutmmiz vxmmit^m^nrcio 

IR(KBr) :3289. 2928. 1644. 1497. 1456. 1244, 742cm~l. 
MASS (APCIMASS).m/z 395[(M+H)+]. 

#%^J13 

2 - (5 - p D - 2 - - h D ^ >>5;i/) -7 p >^>'x5^;i^ 



5_/7pp_2_- }.p^>XT;P7'k K(25 g), "7 0 >i?>?X5^;K21. 6 g) 

> M7Kg^®?(5o m\)(Dm^mizmm7i^mti^j'yA(n.9 g)^jp^. iio'ct455> 
m7KTgfe#L, ^mmmmi^. 2-(5-^pp-2-xho^>>?u^»vp> 

2 - (5 - P P - 2 - X h □ ^ > U X » T P >^ >?X^;UOffi^j^^(D X 
^/-;K250 iDl)^?^{C7K^'ft:;l^«:7^i-hU'^A(3. 3 g) ^^r^TSO^fCc 30 
^rBm^^m, Sl^;?^{ciO«^x>^7K^t?^$^jn^> ?^14^mi4<tb, jiiligb;^. 





COjEt 
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'h-NMR (CDCI3) 6 :1. 23(6H. t). 3. 49(2H, d). 3. 84(1H. t), 4. 19(4H. q). 
7. 10-7. 46 (2H. m). 7. 99 (IH, d). 

-OH 
OH 




2-(5-^oD-2-— hP^>-:/;i/)vD>^v?x5^;K30. 0 gXDU^mi^ 

15 7^0 

MM. : 56-58t: 

'h-NMR (CDCI3) 6 : 1. 90-2. 20(1H. m). 2. 80(2H. br s). 2. 98(2H, d), 
3. 69(2H. dd). 3. 85(2H. dd). 7. 35(1E dd). 7. 43(1H, d), 7. 92(1H. d). 

20 2-(R)-(5-i^ao-2--hn'^>>';i/)-3-t KD^v:/Dtf;i/ ^:^ir 

O 

CI- 



^-^NO.OH 

2-(5-^DP-2-- hP'K>i^;i/)-l. 3->^D/N°>i/::r-;K5. 08 g). U 
A--ifPS-10527(^^^m: 0. 75 g). ^^U^^^>m\^=-)lilO mO^^IPE 

25 (500 mi)ft»-r. Z5x:x2].5 m^mtoiyrzo mm^^^v. ^m^mmhrz. 
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3/1) izHvr. mmit-^m. 64 g m% ee) ^ntzo 

^H-NMR (400 MHz. DMSQ-d ) 5 : 0.91 (3H. t). 1.25-1.35 (4H. m). 1.63 

6 

(2H. m), 2.19 (IH. m). 2.33 (2H. t). 2.93 (IH, dd). 3.03 (IH. dd), 3.51 
(IH. dd). 3.62 (IH. dd). 4.13-4.23 (2H. m). 7. 36-7.40 (2H. m). 7.94 (1ft 
5 dd). 

IR (KBr) : 3450. 2957. 1734. 1525, 1343. 1175. 832 cm~^ 
[a]D27=+24. 6 " (c=l. 02. mmx.^M. 

2-(R)-(5-^ap-2-— hD'^>>?;i/)-3-t: KP^^v-^'Ptf;!/ y'nif 

10 h 

o 



2-(5-^Dn-2-3ihD^>-:^;W-1.3--7°DA">i/^— ;|/(5.02 g), u 
/I— ifPS-10527 (^mmm : l. 7 g) . ^<kZJf^^n\:^:t>mii=:-)l'(20 mO^r I 

PE(5oomi)4'T. 35t:^&#oTii nmm.m.vito z.(DKmm^Mmmi^^ u 

o zn^iy^tf^'ji^a-^h^^y^— (s^u*y;i/ 200 g. ^^-^y/mmx. 

= 3/1) izniyX. n^^6i^<^tVXmmit^ma.2\ g. 9S% ee) ^ntz 

o 

20 'H-NMR (400 MHz. DMSO-dj) 6 : 1.16 (3H, t. J = 7. 6 Hz). 1.68 (1ft br s. ). 

2. 2 (2ft m). 2. 37 (2ft q. J = 7. 6 Hz). 2. 94 (1ft dd. J = 7. 1 and 13. 4 Hz), 
3.02 (1ft dd. J = 7. 6 and 13.4 Hz). 3.51 (1ft dd. J = 5. 7 and 11.5 Hz). 

3. 62 (1ft dd. J = 4. 1 and 11. 5 Hz), 4. 16 (1ft dd. J = 6. 1 and 11. 5 Hz), 

4. 21 (1ft dd. J = 4. 9 and 11. 5 Hz). 7. 39 (2ft m, Ph). 7. 94 (1ft d. J = 8. 5 




25 Hz). 



IR (KBr) 3452. 1735. 1525. 1344. 1196. 833 ci"l- 

[a]D28=+7. 35 <> (c=i. 02. Ji^y—)l) 

HPLC^i^l^: iJ^A; CHIRALPAK AD (^-i -izMt^HM) 
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; n-^^'tJ->/^2-yoAV-;U (925/75) 



0. 8 ml/min 



UV (225 nm) 
^W^T^ ; 20. 24 min. 

6-^PD-3- (R)-^4^t»-y-r;i/^+>';^5^>'L'-l. 2. 3. 4-5"h^b Hp4^ 




^ Me 
H 

10 2- (R)-(5-^ua-2- - Sa^>i/;U)-3-b Fa^^v^'Pfc:;!/ ^^it 
yT-h(400 mg)OT-tz:h-hU;P?§?S(8 mOtC, hUX5^;wys>(0. 3 ml) 
^^<^TJ!JO;lfc:t^, lt<b^^>x;i/5iNn;K0. 11 mD^SQ^, 15:ji'rBm«iL.fco 

:^J^;d<T^5fe#L. ^^^^^i^b. 2-(s)-(5-i'Dn-2--hP^>>';i.)-3 
15 -[{^^)V7s)VTt^:=.)V)^^i^^':fu\f.)V ^^t>-yy- hcDa^/a#:^t#fc, 

2- (S) - (5- p p - 2- - h p/^>S^;i/) -3- 
jyPhf^W ^^1fyT-hom^^#:^THF(3 mOtC^j^L, ^?^Ti^^(l. 5 
\si\)tW7Ltz^. ffi«i«»*(760 mg)^jD;lfc, *?^T, 30:5^rBmi^^> SfS:?^?^^ 

20 ^jgL, ^^i^^MlETtilib. 2-(S)-(2-T^y-5-^PP^>v;i')-3 

2-(s)-(2-7ay -5-^ pp^>>?;w-3- [(y.5^;i/x;i/5l^-;i/):t^5> 



wo 01/25228 
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[a]D20 = -25.1" (c = 0.505. 
##F!|18 

1 - ^ > zyJU-t^ i^t! - D D - 3 - (R) - ( t H D =^ v- - 
5 I. 2, 3. 4-7^ t Kd^/ U > 



y UX3. 86 g)®fcrU>?>^?K(20 mOlC, UU^m^>'J)V{Z. Q ml)^?ST 
b^o ^MTSO^J^PamSi^, MJE&?^{c:7K<£fio^, S^i?x^;i.TifitliL;^o 

-^>v^;i/^^->;^7;i'3}^n;i/-6-^DD-3- (R) -^^•y-y'f;u:^=^^-»5^ 
2. 3. 4-5^h^t Fd4^/ u >©a^^^*:<^t#^o 
1 - > =^ ;W4?::iJl^ - 6 - i7 □ □ - 3 - (R) - ^=^-tJ- y ^ 
2. 3. 4-7^h^bHa:^y U><Da^^#^p^^y-;K40 ml)t 
15 mmrnXXDm-^mzmmv. ^Ki^TlN7Kmfb:^^U^A7K^^(20iDl)^j!jn^ 

20 : 

^H-NMR (CDCI3) 6:1. 95(1H, br s), 2. 12-2. 34(1H. m), 2. 50(1H. dd). 
2. 89(1H. dd), 3. 40-3. 70(2H. m). 3. 71(IH. dd), 3. 85(1H, dd). 5. 20(1H. d). 
5. 27(1H. d). 7. 04-7. 20(2E m). 7. 24-7. 52 (5H. m). 7. 61 (IH. d). 
[a]D20 = -19. 3» (c = 0. 502. ^^y— ;)/). 
25 ##tfiJ19 

1 - ^ > v;^ ;i/3i^x;p - 6 - ^7 D D - 3 - (S) - [ (N. N - ^ 5^;UT ^ 

/):^^M-h 2. 3. 4-5"h^t Ko^y ij > 
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CI 



N 
Me 



Me 




i-^>>?;U:t^^>:^j;i/4^n;i/-6-^PD-3- (R)-(b Hd^->^^;U)- 

1. 2. 3. 4-7^ h^t Fo^y g >(4. 20 g)cD7-t h— K U;i/?g^(84 mOtC, h 
1. 2. 3. 4-7^h^k Ko^y U >0)a^M#:^»fCo 

1 -^>>?;P;t-4^'>;^;i/7i^-;p-6-i^ a p -3- (R) - 

15 #>(4. 09 g)<S:#fe. 



^H-NMR (CDCI3) 6 :2. 0-2. 4(3H. m). 2. 20(6a s), 2. 46(1H. dd), 2. 87(1H. 
dd). 3. 25(1H. dd). 4. 04-4. 20(1H. m). 5. 20(1H. d). 5. 27(1H. d), 7.04- 
7. 20(2H. m). 7. 24-7. 52(5H, m). 7. 68(1H. d). 
20 [alp^O = -26.0" (c = 0. 503. ^^^/-JV). 



6-^PP-3-(R)-[(N. N-i^;?t^;UT^y)y5=-;U]-l, 2. 3. 4--7^ h^t 



#^f!l20 




H 



25 1 -^>>';P;*-^ri^;^7JPzt^x;w-6-^ P p -3- (s) - [(N. n-i^^f^^Jiy^ 
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10 



15 



20 



25 



2. 3. 4-5=-h^t U >(3. 89 g) ^AB%^it7i^mmm ml) 

[a]D20 = -46.7° (c = 0.503. p^^/— 

3 - [ [ t e r t - y >? :7 X V U ;U] ^ ->] - 2 - (S) - (5 - a □ - 2 - 

n h >>?;W - 1 - :/D A y — 



(4.21 gXDDmmmm mOtz. ^}^T<5i5^V— ;K2. 0 g)<htert- 
aaz^yjL-Jlz^^XA. 0 ml) <£)iS;^JnAfc, ^i!aT'30^P^lt*^^, 

, m,mWL. mmV. 3-[[tert-y^;Ki^>'a:n;W'>U;W:t^v']-2-(S) 
-(5-^'oo-2-— ho^>>?;i.)yDtf;i/ 7'Ptf^:^— h 

3 - [ [ t e r t - y^;K>? :7 X -;U) '> U 5/] - 2 - (S) - (5 - o P - 2 - 

- hp^ >>?;]/) yptf;i/ •:fu\^:ti—h(Dm.mn^o:)?^^y-jim m\)m 

^H-NMR (CDCI3) 6 :1. 09(9H. s). 1.94-2. 16(ia m). 2. 09(ia t). 2. 90(1H. 
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dd). 3. 03(1H. dd). 3. 60-3. 88(4H. m), 7. 26-7. 56 (8H. m), 7. 62-7. 74 (4H, 
m). 7. 89(1H. d). 

[alo^O = +1.2° (c = 0.376. :^^y-Ji'). 

5 3 - (S) - [ [ [ t e r t - y 5^;K 7 X - U ;U] =^ >-] ^JV] - 6 - ^7 D □ 
-1. 2. 3. 4-5^ h^h KD=^ry U > 



3- l[ten-:f^)liz^y jL-Mi^^j M^^zy] -2- (S) - (5-^nD-2- 
- hD--s>>?;|/)-l-yPAV-;K6. 00 g)<D7th-hOJi'm^(no mOiZ 
10 , ^J^TK 'Jx^;i.T^>(3. 0 ml)<^:Jfe^l:pt^>x;^7^^-;^(l. 2 ml)^|iS:;^tti 

-[[tert-:7'^;Ki^:7i-;0 x u ;H :r 4^ ->] - 2 - (r) - (5-^ua-2-~ 

15 3-[[tert-:/5^JK>':7a:-;i.)'>'j;U]:t^'>]-2-(R)-(5-i7Pa-2- 
*/^TS^^(60 ml) <i:ffi$e)i5&5^(12. 2 g) ^jilM»^fco 7k}^TT>K^£^?^^l S^^r^l 

Jti^^. $^ic^^-e30^^rBli«i^b;to S^&?i${cffi$»)i!!i^*(8. i g)^mx. 30 

^y^ra^itj^L^Co ^fS^^^^jgU, ^?S^MiETiii^L. 2-(R)-(2-T^y-5 

20 -^uu^y 'JM - 3 - [ [ t er t - ^ ^ (i^ :7 x -> u ji.] :t ^ i^] :/n tf ;w 

2- (R) -(2-75 7 -5-^:7 DD^>i^;i/) -3- [[tert-y^;l/(':/:7x-;L' 
)>'U;i/]^4^>']:/ntf;i/ ^5'>X;Ua}^^^- hcDffi^,m{CTHF(80 mO^octD^' 

Jgli?^««;^=MJ->~^4^-9-> : gt^X^;U=10 : l)-effi®bM{b-^^(5. 14 g) 
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h-MK (CDCI3) 6 :1.06(9H. s). 1. 34- 1. 80(1H. m). 2. 08-2. 32 (IH. m). 

2. 50(1H. dd), 2. 71(1H, dd), 3. 07(1H, dd), 3. 34-3. 50 (IH. m). 3.52- 

3. 76(2H. m). 6. 30-6. 42(1H. m). 7. 84-7. 96 (2H. m). 7. 20-7. 80(10a m). 
5 [alD^O = +13. 3» (c = 0.433. 

##«aj23 

i-^>v;i/^^>^;^y;P7jf-;i/-6-^^pa-3-(S) - (k Ko4^'>^5^;i/) - 
1. 2. 3, 4-7^ h^b Hn^^y U > 



10 3 - (S) - [ [ Cter t - zf^JV (i^y j^=l)V) > U Jl] ->] ^ -e-^aa 

-1. 2. 3. 4-7^h^t: HD^y u >(4. 63 g)<Dmm.:^^)umm(so mi){c, 

j:-;W'>U;U]:^:^>^]y5^;i/]-6-i^DD-i. 2. 3, 4-5=-h^b Ko^y u > 

1 - ^ > i^tt )VTi^:^)V - 3 - (S) - [ [ [ t er t - ^ ( v :7 — ; v U 
JWlrt^^v'ly^^^JH-e-i^aa-l. 2. 3. 4-5^ h^b HD^y U XOa^K?*^?^ 
20 ©THF(60 mO^^tC. ^?^T. 5^ h^-n- >^5^;UT>^:n'^A ^yjl/rtU K<^ 

b. :^SYb^i^ (3. 40 g) ^f#^o 
25 : 

^H-NMR (CDCI3) 5 :1.95(1H. br s). 2. 12-2. 34(ia m). 2. 50(1E dd). 
2. 89(1H. dd). 3. 40-3. 70(2H. m). 3. 71 (IH. dd). 3. 85(1H. dd). 5. 20(1H. d). 
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5. 27(ia d). 7. 04-7. 20(2H. m). 7. 24-7. 52 (5H. m). 7. 61 (IH. d). 

[alD^O = +20.3° (c = 0.381. 
##f!l24 

1 -^>v;U:t+'>;^3;i'3l^r:;i/-6-^ □ □ -3- (R) - [(N. N- v^5^;|/T^ 
5 y)p^5^;i/]-l. 2, 3. 4-5=-h^bKP^y U> 



i-^>5/;i/:t=^v;^3;i//l^-;i/-6-^ nn-s - (S) - (fc Ha^rS/^^;!/) - 
1. 2. 3. 4--T-h^t: HD^y U >(3. 3 g) (DTiz: h ij;i/?g?^(66 ml) t:i^4c?^T 
hUx^;i/T^>(3 inl)<tlg<k^iS^>X;P3t;-;Kl. 0 mi) ^wa^ifejp^^o is^a- 

'>;^>;i/4^-;i/-6-^DD-3-(s) -[[(;< ^;u;?;;i/*-;i/)^^v]^5^;u] - 

1. 2. 3. 4-5" t Ho=^y ij ><7)afife^<*:S:t#fco 

1 - ^ > s^;!/:^-^ ;i/j}^ - - 6- ^7dd-3-(s)-[[(^ - ;u) 

15 :t^v]p^5^;l/]-1.2. 3. 4-5"h^t KD^y •J>CDm^M#:<^DMSO(40 ml)^ 

^^{3508;>?^^;i'y^>7K?§^(20 mO^inA, ^iaT48BtrBmi^L/to 
^^^i:^^1^->'-^+t^> : i^^x5^;i.=io : i)TffiSib^S<i:-^<fe(3. 3g)^^i 

20 tL. 

: 

1h-NMR (CDCI3) 6 :2. 0-2. 4(3H, m). 2. 20(6H. s). 2. 46(1H. dd), 2. 87(1H, 
dd). 3. 25(1H. dd). 4. 04-4. 20(1H. m). 5. 20(1H. d). 5. 27(1H. d). 7.04- 
7. 20(2H. m). 7. 24-7. 52 (5H. m). 7. 68(1 H. d). 
25 [a]D20 = +30.5° (c = 0. 158. 



6-/7 D 0-3- (S)-[(N. ti-i^^^Jl'T^y) ^^^M-l, 2. 3. 4-^ t 




##^J25 
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Me 



N 
H 

1- ^>>f;l/^4^$>;<j;P/}^-;i/-6-^ DD-3- (R) - [(N. N- v'^^;UT^ 

2, 3. 4-5^h^t FD^y U >(3. 2 g)^48«^'fb7j<^^(16 ml) 

5 izmmv. ^WLTimmmi^vr^o ^stm^yKx-m^v. ^^•y->T}ftaibrc 

^b-^tld. 85 g)^#fc„ 
10 Mj^.: 110-114*C 

[alD^O = +46.7° (c = 0.502. :^^y—JV). 
##««J26 

2- [(2--hD:7x - ; W ^ U >] -7 p >^ >^x^;i/ 

llvJ COOEt 
NOj 

15 2-- hD^>XT;i/^t HdO. 0 g). TO>^>?xg^;Kl5 ml). l:!^U>^ 
XI. 3 ml) co^>1f>(90 ml)^^^^^(Cj;07K^^*L75:j&^^25 BtrBlM 

: ^^•^>/m^:r,^)l = 4/1) {C#LT. ^e<l:^#>(7. 16 g)^'^fto 
^H-NMR (DMSO-d) (5 : 1.03 (3H. t). 1.36 (3H, t). 4.08 (2H, q). 4.34 (2H. 

6 

20 q). 7.43 (IH. d), 7.64 (IH, dt), 7.57 (IH, dt). 8. 19(1H. s). 8.21 (IH. dd). 
IR (KBr): 1731. 1721. 1526. 1344. 1260. 1214. 1203 cm-^. 
##«»|27 

2-(2-XhP^>>?;i<')-l. z-zfa/^>i^:t—)l 

OH 

OH 
NO2 

25 2-[(2-XhP7jcX;i/)y5^UT'>]VP>i^vX5^;K7. 16 g)^pt^y- 
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i 

5 



10 



15 



20 



mm (pH 7.0) 30 ml. THF30 mlfCr^^L/t. Rft^mZTKmit^^Omi-hV 

: ^^-^y/mmji^ji = 1/5) fr#bT, ^^'fb^^(i.45 g) ^nrco 
: 103-1 04*0 mm^mi^ : ^^i)->/mmx.^M. 

3-t: Kd:^>'-2- (2-- hD^>v;l/) yotf;!^ T-fe^- h 



2-(2-- hP^>>';P)-l. 3--rDA°>>'::*-— ;Kl.02g). UA°— ifP 
mmm;l.Og) . Mk'-;Kl.O mO^IPECSOO ml)4'l:\ SSrTS. SBtrsliii 

HPLC^^: tl^A; CHIRALPAK AD (^^ iuMt^xm) 

^mn; ^=¥-^>y2-'fn/^y~)V (925/75) 
MM ; 0. 8 ml/min 

mm ; UV (224 nm) 
^Wmm ; 22. 27 min. 
##^J29 

2-(>^D^^5^;U)-l-^DP-3-nhD^>il> 
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88 



2-/7 0D-6-— hD^>XT;W5='t: H (25 g)©^^y-;K600 mDmmz 

. ox:-i^7i^mitt^^mi-h^jOA (5. 1 g) ^sp^/to mi^m-czo^mmm^. k 

-6-- Nn7x:i;u)pc^y-;u (23. o g) ^ntio 
^mmMT. 2-^no-6-- hD:7xii;u^:^/— ;u (22 g) {r48%^'fl:7K 

^t>->-r^#L.T. ^^{k'&#l(27. 2 g)^#feo 

^H-NMR (CDCI3) 6 : 4.88 (2H. s). 7.44 (IE t). 7.70 (IH. d). 7.87 (IH. 
d). 

15 IR (KBr) : 1523. 1351 cni"^ 
##^J30 

2- (2-^PP-6-r:hP^>>^;l/)-TP>^>^X^JU 



VP>^i;x5^;i/ (19. 3 \&\)(Diy^ h^i>Xi5'>(400 mDltl^fZG'C-ejJcmil: 
20 U "^^(^14 60%. 5.1 g). 2-(yP^:^^;W-l-i^70P-3-Xhn^ 

>-tf> (26. 5 g)(^v^ h^^^^xij'Xioo jBiD^m^mMx^-^iBXtz. mum. 

o ^ v- u ti^')v^ n-Th^^y^- (.mmmm ^^t»->/@^mx5";u=5/i) 
25 xmm u , mmit-^m (35. 7 g) ^mz, 

1h-NMR (CDCI3) 6 : 1.23 (6H. t). 3.67 (2H. d). 3.81 (IE t). 4.17 (4H. 
q). 7.36 (IH, t). 7.63 (m d). 7.76 (IH. d). 



CI 




NO2 
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^"^^ 89 



IR (neat) : 1733. 1534 cm 



rl 



##««I31 



2- (2-^aa~6-zLhu^>zy)i)-i, 3-yD/t>>?:^— ;i/ 




OH 



OH 



N02 



5 2-(2-^PD-6-- hn^>v;i/)-TP>^>?x5^;K35 g)(Di/x^;ux 
^mu^^A (6. Og)^JpA;to Mi^;;fS^?&^Vi^i^®^{::i0o< S^^x 

^i^^'>U:^jy;L'^p-7 h^*5^^-(MM?§/lS : ^4^+l->/i^^X5^;i/=2/2. 5 
10 -1/1. 5){;:t«®L., i^Hib^ifedS. 9 g)^f#fco 

^H-NMR (CDCI3) 6 : 2. 05-2. 20 (IH. m). 2. 25 (2H. br s). 3. 10 (2H. d). 3. 09 
-3.80 (4H. m), 7.33 (IH. t). 7.63 (IH. d). 7.69 (IH. d). 

IR (KBr) : 3508. 3431, 1526. 1359 cm'K 
15 ##F(J32 

(+) - 2 - (2 - 1^ n □ - 6 - X h o ^ > - 3 - 1 K □ 4^ v y P tf ;i/ - 1 - :7° u 



N02 

2-(2-^DP-6-x sp^>>?;w-i. 3-:/p/t>v?;t— ;kii. 02 g). 

20 MEITO Lipase AL (^Si^^^ ; 0. 3 g) , :/P tf?^->®?t'x;K50 ml) ^IPEClOOO 

mi)^x\ 35'c-e24 m^mtoLfco ^mm^Mmmi^^ ^^y ^ 
- mmmm ^=¥-^>m^x.^)i^ = 3/1) ic#lt, mmit^^mn. 59 g 

25 (m, H% ee) 



Cl 



o 
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90 



H-NMR (DMSO-d) 6 : 1.14 (3H. t), 1.8 (IH. br s). 2.28 (IH. m). 2.34 

6 



(2H. q). 3.14 (2H, d). 3.55 (IH. dd). 3.61 (IH. dd). 4.11 (IH. m). 4.21 
m dd), 7.34 (IH. t), 7.63 (IH. t). 7.69 (IH. t). 
IR (KBr) : 3456. 1736. 1531. 1358. 1193. 801 cin~l. 
5 [a]D28=+13. 3 " (c=l. 11. XiS^y-;}/) 

HPLC^if¥: iJ^A; CHIRALPAK AD (^-f izMb^Xll) 

^mn; ^^it>/2-yoAy— ;i/ (950/50) 

git3^ ; 0. 5 ml/min 

10 ^ai ; UV (225 nm) 

^^mm : 51. 56 min. 
##««j33 

2- (5-i^ DP-2-- hp^>>?;i/)-i. 3-yD/i>v^pt— ;i/ tfx:/Dtr 



2-(5-^DD-2-- hn^>i/;i/)-l, 3-7°P/\'>S^^— ;K150 mg)® 
THF(5. 0 m\)mmzmif:^a}d^-)U(Q. 212 ml) <i: h 'J X5^;i/7 = >(0. 344 ml) 

20 PThi>'^:7^- (MM^ii : ^=^+i->/i^^x5^;i/=4/i) {;iTlt®bx. mm 

IR (KBr) : 1740. 1526. 1346. 1180. 835 cm"'. 
#%^J34 

2- (5- ^ □ P -2-X h P^>>5;1/) -3- t F P^i/^^'P tf;W- 1 - y P tr::f 

25 -r-h 



o 




15 



O 
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O 



NO. 



2- (5-'^nn-2-zihu^>-:y)i)-i. 3--7'D/'^>i^:t-;U-i-yntr 
:^:^-h(20 mg). Lipase PS i^mmM ; 20 mg) ^J^WKiO. 1 ml)<^IPE(2. 0 

5 mizHLfzt^^. 'e/T>^)Ui^(Di^mmi%. m^i^}^mmmi%ee-T:$)-:>rc: 



10 



15 



20 



HPLC^#: :^^A: CHIRALPAK AD (^-fizJWb^XH) 
; ^+it>/^2-yD/\V-;i/ (925/75) 
0. 8 ml/min 

UV (225 nm) 
^Wmm : 21. 24 min. 

##«?iJ35 

i-[2-(R)-T$y-3-(-r > H— ;i/-3--r;p)yD/w-r;u]-6-^nn 

-3-(S)-(N, H-iy^^JlTB.y) :A^)V-l, 2. 3. 4-7^ h 5- fc H O^^y U > 




IR(KBr) : 3280. 2928. 1653. 1487. 1356, 1235, 1098, 743 cm~l. 
[a]D20 = -240° (c = 0.501, ^^y-;i/). 
MASS (APCIMASS) : m/z 411 [(M+H)+]. 
#^01136 

3-(R, S)-(N.N-v^^;i/7^y)^^;i'-l-[3-(-r >F-;l'-3 — 

-2-[(R)-4-(3-^5^;w-2-:r^y-2, 3-':/t Kp-iH-^>x-r ^iJ^y 
— ;i/-i--r;u) if^Ui^;u:^j;u4^-;i'T5/]yp/NV<;i/] -i. 2. 3, 4-^" h 
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ax 

M n ^ — 




IR(KBr) : 3252. 2936. 1694. 1634. 1495. 1435. 1246. 750cin-l 
5 MASS (APCIMASS). m/z 634[(M+H)+]. 
##tr!|37 

1 -^>^/-<;w-N- [(iR) -2- [3- (v'p^^;i'T^ y ) -1. 2. 3. 4-7^ 
h^t FD-i-^y U-^w-i-c-r >H— ;i/-3--f ;i/^5^;i/)-2-:r^y 



i-[2-(R)-T5 y-3-(-i'>F-;u-3--r;w >^oAy-r;w-3-(R. s) 

-(N, N->^y.^;i/TSy);<5^;U-l. 2. 3, 4-^h^t: Hd4^/ 'J XlBlmg). 1 
-oy'<;i/-4- tf^U i^>:^j;i/4^>^(104ing)^J;a=^10Bt (68mg) ^Tii h " 
h 'J ;U (5ml) ICJJD A/t^-^^tdWSC (84mg) 43d:Z/ h U X5^;U7 ^ > (0. 07inl) 

y-)v=\ Q/Dx-mmv. i^mit^^ (205mg) ^^^^B^m^tLxmzo 

IR(KBr) : 3285. 2942. 1634. 1493. 1447. 743. 708cin-l. 
20 ##^38 

3-(4-tr^u v?x;u):/ptf:t>ffi? mkM 



10 
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3-[l-(7-t^;i/)-4-tf'^'J>?^;i/]yDlf;t>^(10. 34g)^j^i^^(30inl)(:: 
5 m,^.: 247-2 sot: 

3-[i-( K u y )V-^u7t^)V)-^-\f.^^) ~Jr.)V]':fu\f.^ym 

HO^O 



10 h u :7;i/:<r-Di^^x5^;K6nii)*5J:tKh ux^;UT5 Xii. 2ml) $:]!jp^, 

mA: 55-60'C 
15 #%^!J40 

(4-t: FD^->-i-t;^u vx;w) (:7xx;i/)^i$7y > 



^}^T> 4-t: HD^^v-l-tr^'Ji/XlO. 12g) 4D«fctKh 'Jx5";i/T^ > 
(13. 9ml) <Dm¥ (mfa\)mmizm<t^>V'<)l(\i. 06g)^iP;lfco ^iaT12BtPBT 
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(14. 24g) ^ntz 



M}^: 86-89*0 



#%f!j41 



t er t - y^^ji 2- [ (1 > y-r ;i^-4- tf ^ u i/— ;u) ^^-4^ v] mB. 



4- 



0 



0 



(4-fc \^u^iy-\-\d^i)i^-)l) >(8. 2g)4ocfclXter t-:/5^ 

ni^Adl. 7g)*3j:tJCNaOH (40g) 7K^^(40ml) ^JPA:t„ Sj«;:?^<&^iai?24B# 

i^(13. 4g)^t#^, 

^H-NMR (CDClj) 6 : 1.48 (9H. s). 1.54-2.08 (4H. m). 3.10-3.80 (4H. m), 
3.84-4.20 (IH. m).4. 02 (2H. s). 7.40 (5H. s). 
15 #%^ai42 

2- [ (1 > y-r jv-4- tf^ u >^x;i/) ->] mm 



t er t - 2- [ il-^>^M tf^ »J >^x;i/) :t^iy] mm (1 1. 46g) $r h 

^>?x5^;i/x-7^;n?^#L, ^^Yb'&^ice. 03g)^t#;t. 



hOyO 

^0 




0^ 
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at.^.: loo-iost:. 



c i s-4- > y-r ;i/T ^ y ) -> ^ p >;^7 >^ 



HN^O 
HO^ 




10 ^(6. 86g)^^#;t. 
m.'^: 194-196t: 

##0i|44 

2- (2. e-v?— ho^>>?;i/)-y'D>^>fx5^;i/ 



^H-NMR (CDCl ) 3 : 1. 23 (6H. t. J = 7. 1 Hz). 3. 71 - 3. 75 (3H, m). 4. 18 

3 

(4H. q. J = 7. 1 Hz). 7. 60 (IH. d. J = 8. 2 Hz). 8. 06 (2H. d. J = 8. 1 Hz). 

##M45 

2. 3. 4-7^ t: HD-3-+y U >tl )U^>mx.^)\^ 



2-(2. 6->^XhD^ >>?;!/) ^d>®!vX^;K6. 47g)$:X^y— ;K60inl)i: 



15 




20 
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THF (60ml)f3j^^b^Co C:(D?g?SlC10%/\'^>"i7A-j^m(0. 65g) <£:iP^T^ 

(4. 97g) ^n^n^ii LTt#fc. 
5 ^H-NMR (CDCl^) 6 : 1. 26 (3H. t, J = 7. 1 Hz). 2. 93 (IH. dd. J = 6. 7. 15. 8 
Hz). 3.17 (IH. dd. J = 8. 9. 15. 8 Hz). 3.62 (IH, dd. J = 6. 7. 9.0 Hz). 3.72 
(2H. s). 4.23 (2H. q, J = 7. 2 Hz). 6.24 (IH. d. J = 8. 0 Hz). 6.42 (IH. d, 
J = 8. 0 Hz). 6.99 (IH. t. J = 8. 0 Hz). 8.10 (IH. s). 
##«SJ46 

10 ^>>^)\^ 3-[(>'pt^;i^T5/);<7;PJt?-;i']-2-:t^y-l. 2. 3. 4-T-h^t:KP 

-5-4^ y U — ;u:^7 — p< — h 
o 

.A 





5-y = y-2-^^y-i. 2. 3. 4-T-h^ii Ko-3-^y u >;^7;I/jJ^>^x^;1/ 

(4. 97g)(DTHF mm\)mmmizmm-r h u ^M.a. i5g)<DzKj^iit(70mi) 

inm\)^m^rzo KJ^^m^bO'CXn. mmmWl^rc. lN:^m7K(26ml) 

20 ^mLTzo 

nibntzJ^-^^. i^^'^JlT ^>m.mm.(0.9Sg). H0Bt(2. 23g). WSC(2;88g) 
43c};Z^>UX^;i/TS>(l. 67ml)(7)7-b: Sx h U ;K70inl)?g?^lcin^fco Kft^ 

m^m^5ox:xi2mmmwi^fto }%m'^^ KJt^miz\o%mm7mi-h^jK7A7i(. 

25 Mit'^ma 19g) LT#;^o 

Ifl-NMR (DMSO-d ) 6 : 2. 87 - 3. 30 (SE m). 3. 92 (IH. dd. J = 7. 1. 12. 0 
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Hz). 5. 12 (2H. s). 6. 70 (IH. d. J = 7. 6 Hz). 7. 00 (IH. d. J = 7. 3 Hz). 7. 11 
(IH, t, J = 7. 9 Hz). 7. 35 - 7.44 (5H. m). 9.17 (IH, s). 10.32 (IH. s). 
##^^(147 

y-N. N-vp^5^;i/-2-;f4^y-i. 2. 3. 4-7^ s^t Hp-3-+y u >ti)U-^^ 



U h(3. 17g) 7Gt:TTHF (120inl)/p<^y-;i/ 

V. mmit^m{2. 01 g) ^mn^m^t bT#^c. 

•h-NMR (DMS0-d)(5 : 2. 78 - 2. 88 (5H, m). 3.02 (3H. s), 3.94 (IH, t. 

6 

J = 10. 3 Hz), 5. 00 (2H. s), 6. 11 (IH, d, J = 7. 3 Hz). 6. 27 (IH. d. J = 8. 0 
15 Hz). 6.80 (IH. t. J = 7. 9 Hz). 10.04 (IH. s). 
##0»J48 

3-[(>^>5^;u7^ y) ^^;W-i. 2. 3. 4-^ h ^ t Hn-s-^y u > 



5-T^y-N, N->?y.^;i/-2-::t^y-i. 2. 3, 4-5^ h^t FP-3-^y u >;^7;P/}^ 

20 F(2. Olg) (DTHF (20m\)mmz-^^>-THFmm.COTHFmm (IM. 

100ml) ^^jBAfco Kft-m^d. mmmmmmwi. KJt^mz>i^}^y. tk^sqa, ^ 

^Lfco ^^^P^^y-;Kl5ml)tc:?§>?>^b. 6NiSm(60mI)^}!jn;112BtrHm^)l 

25 h^^'^y ^ - immmm; ^=^'^>/mmx.^)u=2/\^\/i-i/2)-vmmh. mm 



5 t)-^ F 




O 
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<t^mi\. 02g) ^n^m^mthx'^fto 

1h-NMR (CDCl ) (5 : 2. 09 - 2. 25 (lOH. m). 2. 58 - 2. 68 (IH. m). 2. 87 - 2. 97 

3 

(IH. m), 3.30 - 3.38 (IH. m), 3.55 (2H. s). 6.01 (IH. dd. J = 1. 1. 7. 9 Hz). 

6.08 (IH. dd. J = 1. 1, 8.9 Hz). 6.81 (IH. t. J = 7. 9 Hz). 

##*?!I49 

N-{3-[(>'^^;i/T$y)p^5^;W-l. 2. 3. U-;i/}T-fe H 




3-[(>'p^5^;i/T$ / ) ^^;W-i. 2. 3. 4-^ h ^ k KD-5-^y u >t5 > 

10 (1. 02g) (D\£Vi^>(lOml)mmz. ^?^T, ^Tfci^m (0. 4 7 2011) ©THF(3ml) 

^f^^rSTu, zmmmwi^rco KJt^m^mmm. n-^^rji^-rti^A^n 

;i<'/Xi57y-;l.=20/l)T)lt^b, ^^{b^#j(l. 04g)^#^^i|^|»*a:L.T#feo 
Ir-NMR (CDCl ) (5 : 2. 17 - 2. 33 (13H. m). 2. 72 (IH. dd. J = 2. 6, 14. 4 Hz). 

3 

15 2.89 - 2.99 (IH. m). 3.30 - 3.38 (IE m). 3.95 (IH. s). 6.36 (IH. d. J = 

7. 3 Hz). 6. 92 - 7. 08 (3H, m). 

#^0»J5O 

N- { 1 - [ (2R) -2-T 5 / -3- ( 1 --I- > K -;i/-3--r Mzfu/^y^ ;|/] -3- [ ( V ^ 
20 T5y)^^;l/]-l. 2. 3. 4-7^h^tHD-5-^y Ux;HT-fehT5 H 
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IR(KBr) : 3287. 2940, 1651. 1456. 1289. 745cin"'. 
MASS (APCIMASS). m/z 434 [(M+H)+]. 

5 i-[2-(R)-Tay-3-(-r> F-;u-3 — r^wyn/w-r^w-e-i^PD 

-3-(R)-(N.N->?pC^;i.y^y)^^;i,-l, 2. 3. 4-^h^t Ko^^y U > 



m)MF(0. 57inl)OTHF(2OOinl)}^f0^{3:t4^1^-U;i'^P'J K (8. 20ml) CDTHF (50ml) ^ 

mmvrcc :i(Dmm^6-^ua-2-Qi. N-v^5^;i'T^y)^^;p-i. 2. 3. 4 
-xh^ t HP + y U >(6. 50g), fife^7K^5^h^y^;i/T>^:n'i'A (0. 50g 
) ii^ZS7i(.mit±h')^2^ 4. OOg) (DTHF(80ml)^^l;iO'CT?iTUfeo 

^iaTSO^^-r^l^Ji^^, S^S^<&^7K (400ml) tCfett, mmJ^^)l (SOOmO T 

15 tt/ilLfeo mmm^7K (400inl) . 6SfD:ft:^7lc (300ml) Tr5fe#b, ^^tt. m 

: 1. mm:ii^)h e^^x5^;u-pt^y-;no: 1) Tlt^U^Co f#e.nfci§J^lt-& 
T^:;i/:7T7.^^3'y— ;K200mi)ic?g^L, bf^'j-:/>(2mi)5rSn;i, ^?a-ir 

20 24P#rHmj^b;^co RfiL^m^mmi'. 7)is.i-^^A^a-^h^yy-(—imm^ 
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IR(KBr) : 2942, 1645, 1487, 1456, 743 cm"'. 
[a]B2''=-198.4'' (c=0. 301, MeOH) 

5 ###iJ52 

i-[2-(s)-T5y-3-(-r >H-;u-3 — nv)y''un/-i m-^-^uu 

-3-(R,S)-(N,N->^>^5^;i/T5y)^5^;i/-1.2,3,4-T^h7t:Ko^y "J > 



10 j;IJCDMF(0. 10ml.)<DTHF(30ml)^^l;i::a^^-+^-U;i/^DU K (0. 75inl) OTHF (20ml) 
^flKSrCC-rjiSTbifeo ^JiK^Ji^ffiT2NpramJ^^lft»Sb, J^$^THF(30ml) 

tc^fi? bfeo ;i co^^^s - n n - 3 - (N, N- >^;)t s 7 ) ^ 
l,2,3.4-5=-h^t:HD^y U>(0.50g)*3j;t/hUX^;i/T5> (0.75ml) (D 
THFdSmD^^tCCCT^^Tbfc. 0"C-e30j:^rBm*^i^. SJS^^^tKtK (50ml 
15 ) ICJPA. mkJ^^)V (SOml) TiamLfeo «S^^fn:^:^7jcTi^^^L. & 

y>-;Kiomi)tc^^b. t!^U>^>(0.5inl)^tO;l. ^iaT12B#r^Mi^U^o ^ 

20 ^it> = l : 2~S^Mx^;i'/^37y"Jl'=10 : DTMML. :^M'fb^i^(0.51g) 

^H-NMR (CDCI3) 5 : 1.99-2. 17 (4H,m), 2.15(6H, s), 2.5(1H. br m), 2.8- 
3.2(2H. br ffl). 3.5(1H. br m), 4.5(2H. .m). 6.9-7.4(8H. m). 7.9(1H, brm). 
53 

25 l-[2-(R)-7S/-3-(l-<> K-;i/-3-<>'i^)-3-7°D/iy'f ;i'3 ^-^UU- 3- 



a 




H 



wo 01/25228 



O 



o 



PCT/JPOO/06937 



101 



(R)-(i-tf □u>'-;i/^5";i/)-i,2, 3, HD^y u y 




IR(KBr) : 2965. 2793. 1647. 1487. 741cin"^. 
5 MASS :(FAB) , m/z 625 . 2 [ (M+H) +] 
54 

3-(S)-(l-tfPU v-;i/>^;i/)-1.2,3,4-7^h^.t KP^y u> 



H 

10 IR(KBr) : 3250, 2913, 2793. 1607, 1495, 1304, 1283, 1121, 801cm~J. 
MASS (FAB), m/z 625. 2 [(M+H) +] 

1 > i^* JPiJ? - ;i'-6-^ D D -3- (R) - (1 - tf D U " =f-M - 

1.2,3, 4-7"h^t HP=^^y 



IR(KBr) : 2957, 2786, 1713, 1485, 1024, 816. 762, 737cid"^ 
MASS (FAB) , in/z 625. 2 [ (M+H) +] 

56 

20 1- [(1 -;<5^;i/- 1 -i'>F— ;i/-2 — rJW 



ci 




15 



20 
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H0>^0 



0 



-r V— ^n5^>i?X5^;K5. 50g)(^T-fe h::: h >j;K70inl) -THF (35ml)i 



wsc(8. 03g). H0Bt(5. 39g) ^jjp^, ^ux^m^mi^i^rzo Kit-mi^mmmmTi^m 

Mj^ : 190-192^: 
##0»J 57 

1- [(5 -7;i/:tD- 1 1 — r > F— ;i'-2 — r;i/) 

- 4 - tf^U >^>:^)l:^>m 
F 

IR(KBr) : 2928, 1720. 1613. 1468. 1 190. 787ciii"l 
58 

"°W^"ik 0 



0 



wo 01/25228 PCT/JPOO/06937 

103 ^"'^ 



5 ^H-NMR (DMSO-d ) 6 : 0. 96 - 1. 16 (2a m). 1. 34 - 1. 70 (3H. m). 1. 87 - 

6 

1.95 (2H. m). 2.02-2.10 (2H. m). 2.21 -2.35 (IH. m). 3.33 (2H. t. J = 
6. 5 Hz). 6. 26 (IH, t, J = 5. 4 Hz). 7. 38 - 7. 54 (3H. m). 7. 74 - 7. 79 (2H. 
m). 

59 

10 t.ert->^5^;u N- (4 -^>>?>j^>tf^Ui^>- 1 — r>'i^) 




^>i^)lZfU^ H(2. 58g) iiW^J >^hUX^;K2. 49g) (D^g-g-i^^ 1 0 OX: 

15 i^X5^;K3. 42g)^&Efe?fit»ci^^bT^#fCo 

N-B o c - tf^U FX2. 99g) <h±fB^^J^(DTH F (40ml) J^^tZ, zK^^b 

20 t)->/g^^X^;i/-20 : 1-10 : 1) TMMb^Mfb^^Jd. 58g)^#rc„ 

1h-NMR (CDCl^) (5 :1. 47 (9H. s), 2.33 (2H. dt. J = 0. 8. 5. 9 Hz). 2.46 
(2H. dt. J = 1. 0. 5. 9 Hz). 3. 40 (2H. t. J = 6. 2 Hz), 3. 51 (2H. t. J = 5. 9 
Hz). 6.36 (IH. s). 7.17- 7.33 (5H. m). 
60 

25 tert-y^^Jl N- [4- [ (2 - y JU^uy x.:lju) ^^U-x>] tf^ 



wo 01/25228 




PCT/JPOO/06937 



104 




^H-NMR (CDCIM :1. 48 (9H. s). 2.31-2.39 (4H. m). 3.41 (2H. t, J = 
6.0 Hz). 3.52 (2H. t, J = 5. 7 Hz). 6.27 (IH. s). 6.96 - 7.18 (4H. m). 



tert-:/5^;i' N- [4- (.2 -y )V:tuy<>-J)V) bf^'J >^>- 1 --T 



10 Vi^>-1-^JV2 :^j;i/A*^— h(2. 67g)<D^i5'y— JKSOmD^yglCllOXA^i/ 
15 *H-NMR (CDCl ) 6 : 1. 08-1. 27 (2H. m). 1. 45 (9E s). 1. 69-1. 79 (3H. m). 

3 

2.63-2.77 (4a m). 3.30 (2H. d. J = 6. 1 Hz), 4.05 -4.14 (2a m). 4.50 

(2a s). 7. 26-7. 35 (5a s) . 

##^J62 

t e r t N- [4- (4 - ^OP:7aiy ^v-) e^'J 1 

20 M il)\^n:^-V 



5 61 
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CI 



TK^'Tb^^hU'^A, mm^<^(\.Og)(DN, N->f?t^^Jl-!is)lATB. FdOOml) 

mmmi,z4-'^uny:i:j-ji (3. 2ig)^^jaTsn^. 1 5^mmwvfz.o r 

Jit-m,^miZ t e r t -Zf^JV 4- [ (>^5^;i/X;U4^n;i/) :t=¥z^] - 1 - hf 

; ^^■tl->/g^^X5^;i/=10 : 1—5 : 1) mSlti'&i^ (3. 52g) ^# 

10 Ir-NMR (CDCl ) 6 : 1.47 (9H. s). 1. 65-1. 96 (4^ m). 3. 29-3. 39 (2a m). 

3 

3. 62-3. 76 (2H. m). 4.36-4.46 (IH, m). 6.84 (2H. dd. J = 2. 2. 6. 8 Hz). 
7. 23 (2H. dd. J = 2. 4. 6. 8 Hz). 



15 tert-:/^;!/ N- [4- (4-p< h4^'>7jiy=^^x) tr^u>^>- 1 - 



3. 65-3.77 (5H. m). 4.26-4.38 (IH. m). 6.78 (2H. s). 6.84-6.85 (2H. m). 



mmm 63 




H-NMR (CDCl^) (5 : 1. 47 (9H, s). 1.63-1.96 (4H. m). 3.23-3.35 (2H, m). 
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64 

tert->^5^;i/ N- [4- (4 -■7;U^n:7:n/^v) tf'<'Jv>-l- 



5 ^H-NMR (CDCl^) 5 : 1. 47 (9H. s). 1. 67-1. 96 (4ft m). 3. 25-3. 37 (2H. m). 
3.64-3.74 (2H. m). 4.32-4.42 (IE m). 6.78-7.01 (4H, s). 
##M65 

tert-y^^;!/ N- [4- (4 - '>7 / y x. y tf^Uv>-l-'r 



7KS'fb:M-U'^A. 60%m^!^i0. 44g)(DN, N ->?^5";i/3i>;i/AT$ H(20iil) 

>'^-N(2. 01g)^^iaTSn;^, 1 5 5^rBm*^ib;t. >K^&^'&#jfc4 -:7;U^D 
^>y- hu;i/(i.45g)^^ia-T:^raA> 4StrBmi^Lfco .KJ^::?g^^^7j<{c^tt 

: 1-5 : 1) rmmhmmi[:^m(2. i2g)^#7^„ 

Ih-NMR (CDCl^) 6 : 1.47 (9H. s), 1.67-2.02 (4H. m), 3.30-3.43 (2H. m), 
3.63-3.75 (2H. m). 4.50-4.60 (IE m). 6.95 (2H. dd. J = 2. 0. 6. 9 Hz). 




10 
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7. 58 (2H. dd. J = 2. 1. 7. 0 Hz). 

##F!J 66 

tert-7'^;i/ N- [4- (^>>?;i/^^->p<5^;u) tf^'j 1 --r 



7Kmit.-f- h^JOJ^. mm^^(2. 2g)(DTHF (120ml)SK^?StCN- B o c - 

4- (t HD^~>^^;i/) hf^'j>^> (5. 38g) ^^ia-ejD;t. 1 s^^-r^m^L 

; ^^-t)->/g^^X^;U=20 : 1~10 : l~5 : 1) •vmmLmmit'^'^ (b. 26g)^ 
'h-NMR (CDCl ) (5 : 1. 47 (9H. s). 2.33 (2H. dt, J = 0. 8. 5.9 Hz). 2.46 

3 

(2H. dt. J = 1. 0. 5. 9 Hz). 3. 40 (2H. t. J = 6. 2 Hz). 3. 51 (2H. t. J = 5. 9 
15 Hz). 6.36 (IH. s). 7.17-7.33 (5H. m). 
67 

tert-y5^;U N- [4- (^x/^v-) \f^^)i^>-l--i)l] tl)Vn 





20 tert-:/^;!/ N- [4- (4 -^7007x^^5^) \f.^^)'J>-l — T 
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(0. 54g)^jDA, 7K^iiHMT, ^urnmr^m^vtc. ^m<\^^^'MizxKim. 

5 ^H-NMR (CDCl ) 6 : 1. 47 OR s). 1. 64-1. 96 (4H. m), 3. 26-3. 39 (2H. m). 

3 

3. 63-3. 76 (2H. m). 4. 40-4. 50 (IR m). 6. 83-6. 98 (3H. m). 7. 16-7. 31 (2H. 
m). 

##^J68 

tert-:/^;P N- [4- [ {A-Cfuuy x.zi.)V) tf^Uv>- 
10 1— r;i/] t!)W^;^-h 




J\^t^)lAy^ F(70ml)M^?^tC t e r t 4- [ (^5^;i'X;i'7}s-;U 

) - 1 -tf^Ui/>:^>;u3j^^i/^- h(4. i9g)^^y^-ejn^> 7 or-e 

^c, W^M=&2^a^7K^<fc::hh'J':7A7K^?S> ^^V^TgSfa:^Jt7KT^5t^, 

^^^>/mmx.^)V=\0 : 1-5 : 1) TftSl b^^<b^#J (4. 23g) ^t#^Co 
Ifl-NMR (CDCl ) (5 : 1.45 (9H. s). 1.50-1. 60 (2H. m). 1.84-2.05 (2H, m), 

3 

20 2. 84-2. 98 (2E m). 3. 11-3. 22 (IR m). 3. 93-4. 00 (2H. m). 7. 25-7. 38 (4H. 
m). 

. ##««J69 

tert-y5^;P N- [4- [ U~y )V^uy x.zl)V) e^Ui^> 

- 1 — r;i'] ts)vn:^—v 
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1h-NMR (CDCl ) (5 : 1.44 (9H. s), 1.50-1.60 (2H. m), 1.82-1.94 (2H, m). 

3 

2. 80-2. 95 (2H. m), 3. 02-3. 16 (IH, m). 4. 92-4. 05 (2H. m). 6. 97-7. 05 (2H. 
5 m). 7. 39-7. 46 (2H. m). 
##0iJ7O 

t e r t N- [4- [ (4 - C7 any j^-jV) ;!/] tf^U 




10 tert-y5^;u N- [4- [ (4 -'^7 any jlzijv) ;H tr^ 

U v>- 1 --r;!^] ;*7;W\*;^— h(2. 26g)(DT-fe hX50ml)^^ll70X. m-^^n 

pjii^ms^(3. 45g) ^ orTtp;^. sPtF^mitufcio Rmm^^^mm 

: 1-5 : 1-2 : 1) X'mmLi^mit^<^(\. 30g) 
Ih-NMR (CDCl ) 6 : 1.43 (9H. s). 1. 50-1. 70 (2H. m), .1. 94-2. 00 (2H. m), 

3 

2. 59-2. 72 (2H. m), 2.94-3.10 (IH, m). 4.20-4.27 (2H. m). 7.56 (2H, dd. 
J = 2. 1. 6. 8 Hz). 7. 81 (2H. dd. J = 2. 0. 6. 7 Hz). 



wo 01/25228 
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tert-zr^ji' N- [4- [ (4 -y )l^uy y.ji-^-)i] tf^ 



5 mmmoiimmiz i^xmrnit^m^nrcio 

Ifl-NMR (CDCl ) 6 : 1. 43 (9H. s). 1. 50-1. 70 (2H. m). 1. 94-2. 05 (2H. m). 

3 

2. 58-2. 74 (2H, m). 2. 94-3. 10 (IH. m). 4. 19-4. 27 (2H. m). 7. 22-7. 31 (2H. 

m). 7. 85-7. 92 (2H, m). 

##««J72 

10 4-^>>^^)f>]:f^0i^>'mMU 



t e T t -':f^)V N- (4 -^>>^u^>tr^u >^>- 1 — r;p) ;^7;p/\' 

;<-h (1. 58g) ©p<^/-;K25ml)^^?g{caJ^^(l. 5ml)$^?a-e^]a^. 6 0 

15 ;i//:>?x^;i.x-^;i.T'^t^. ^^SbT^e^k-^^id. 08g) ^f#^o 

Ifl-NMR (DMS0-d)6 : 2.51-2.68 (4H. m). 3.05-3.37 (4H. m), 6.46 (IE 

6 

s). 7.22-7.41 (5H. m). 9.39 (2H. s). 
##01173 




H HCl 
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H HCl 



Ir-NMR (DMS0-d)(5 : 2.50-2.65 (4H, m). 3.07-3.38 (4H. m). 6.38 (IH, 

6 

s). 7. 16 - 7. 35 (4H. m). 9. 39 (2H, s). 
#%^J74 



5 4- (2-y)v^n^>i^)\,) \d^ijz^> -mmm. 



H HCl 




N 



^H-NMR (DMSO-d) 5 : 1.33-1.52 (2H, m). 1.66-1.90 (3H, m). 2.57 (2H. 

6 

d, J = 7.0 Hz). 2.68-2.86 (2H. m). 3.17-3.28 (2H. m). 7.10-7.32 (4H. 
m). 8. 91 (IH. s) . 9. 15 (IH. s). 
10 ##^»J75 

H 



3.29 (2H. m). 3.57-3.76 (4H. m). 4.85 (2a s). 7.63 - 7.78 (5H. m). 9.24 
15 (IH. s). 9.53 (IH. s). 
##^J76 




^H-NMR (DMS0-d)(5 : 1.71-1.90 (2H, m). 2.16-2.38 (3H. m). 3.11- 

6 




H HCl 



wo 01/25228 PCT/JPOO/06937 

112 



1h-NMR (DMS0-d)<5 : 1. 78-1.93 (2H. m), 2.08-2.17 (2H. m). 2.98- 

6 

3. 27 (4H. m), 4. 62-4. 69 (IH. m). 7. 02-7. 08 (2H. m). 7. 30 - 7. 39 (2H. m). 

9.26 (2H. s). 

#%^J77 

H HCl 

N> 



Q 



0> 

^OMe 

Ifl-NMR (DMS0-d)6 : 1.73-1.90 (2a m). 2.02-2.12 (2a m). 2.96- 

6 

3.27 (4a in). 3.70 (3a s). 4.45-4.58 (la m). 6.83-6.97 (4a m). 9.11 

(2a s). 

10 ##0y78 

4- (4-vTy :7j:y4^v') tf^Uv>-l&^M 
H HQ 

0 

la-NMR (DMS0-d)(5 : 1. 82-1. 97 (2a m). 2.10-2.20 (2a m). 3.00- 

6 

3.27 (4a m), 4.79-4.87 (la m). 7.19 (2a d. J = 8. 9 Hz), 7.79 (2a d. 
15 J = 8. 9 Hz). 9. 30 (2a s). 
##^!J79 

4- (4-y)U^ay:cy^i^) tf^u • it^lt 

H HCl 

0 

"■a, 

1h-NMR (DMS0-d)«5 : 1.82-1.97 (2a m). 2.10-2.20 (2a m). 3.00- 

6 

20 3. 27 (4a m). 4.79-4.87 (la m). 7.19 (2a d. J = 8. 9 Hz). 7.79 (2a d. 
J = 8. 9 Hz). 9. 30 (2a s). 
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##^J80 
H HCl 



'h-NMR (DMS0-d)(5 : 1.80-1. 93 (2H. m). 2.05-2.17 (2H. m). 3.00- 

6 

5 3.27 (4H. m). 4.62-4.72 (IH. m). 6.91-7.02 (3H. m). 7.26-7.34 (2H. m). 
9.21 (2H. s). 

4- [ (4-^ao:7j:-ji/) "^^^ k^^Oz^y ' 

H HCl 



P 



ci 

10 ^H-NMR (DMS0-d)<5 : 1.64-1.82 (2H. m). 2.00-2.09 (2H. m). 2.88- 

6 

3.00 (2H. m). 3.20-3.27 (2H. m). 3.47-3.60 (IH. m). 7.39-7.49 (4H, m). 

9. 24 (2H. s). 

##^J82 



4- [ (4-:7;U:^n:7x-;u) tr^u>'> 

H HCl 

0 

'■a, 

IR(KBr) : 2730, 1491. 1219, 845. 544cin~> 
##^J83 

H HCl 



0,S 



CI 
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1h-NMR (DMS0-d)5 : 1.65-1.86 (2H. m). 1.97-2.03 (2H, m). 2.77- 



2.88 (2H. m). 3.28-3.37 (2H. m). 3.58-3.73 (IH. m). 7.77-7.90 (4H. m). 

8.91 (IH. s). 9.42 (IH. s). 

##^J84 

5 4- [ (4-:7;i/pfp:7ai-;i/) \i^Ozy> -mMM 

H HCl 



IRCKBr) :2912. 2786. 1588. 1279, 1236, 1142. 590cm"l 

mmm\ 

l-^>'MJV-ii- [(IR) -2- [3- (R. S) - [(vpt^;i/T^ /) -6- 
10 y)V^u-\, 2. 3, ^-^h'y^Yu-x-^y U::i;i/] -i- (i— T > H-^W-S 



1 - [2- (R) -T^ / -3- K > K-;i/-3--r;w :/PAy-r;i/] -3- (r, s) 
-(N. N->?p^5^;PT^y)^5^;i'-6-7;i/:tD-i. 2. 3. 4--xh^b Kn^^^y 

15 U>(150mg)(DT-fehr:hU;K3ml)^?^t3, N-^>y-r ;i/-r y:::^ii5^>^ 
(llSmg), WSC(IlOmg), HOBt (Slmg) ^iJD^. 'm.WX^'mTimWl.tzo JSl^C^lCtS 

20 it-^m (195mg) t LTtf fee 

IR(KBr) : 3289. 2942. 1632. 1497. 1447. 743, 708cin"l. 
MASS (APCIMASS).iii/z 610[(M+H)+]. 
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3- (R. s) - (i-oy-r;p-4- if^u -n- [(ir) -2- [5-^ dd 
5 i-(i — r>K-;P-3--r;i/p<5^;W-2-:t^vx5^;H:/n/i>T^ H 



IR(KBr) : 3260. 2932. 1636. 1456. 1281. 741. TlOcm"!. 

1 -^>V-r;i/-N- [(iR) -2- [6-i^ p D-s- (s) - [(i^^5^;i/T5 y ) 
10 M-\, 2, 3. 4-5^h^b Ho-i-^y unjw-i-d — r>K— ;u-3 — r;i/ 



IR(KBr) : 3283. 2942. 1624, 1487. 1447, 1281. 1231, 1096. 743 cm" 1. 

[a]p20 = -isao (c = 0.496, p^iS^y-;!/). 

15 MASS (APCIMASS) : m/z 626 [(M+H)+]. 

3- (1 -^>^/-r;i/-4- tr^U >^n;i/) -N- [(IR) -2- [6-iJ7 D a -3- 
(R. S) - [ ( V ^ ^ 7 ) - 1 . 2. 3. 4 -.5" b t H P - 1 - ^ y U 

-i-(i--r >K-;i/-3 — r;p^5^;i/)-2-:^^yx5^;w >^p/i>T^ h 






PCT/JPOO/06937 



IR(KBr) : 3287. 2934. 2863, 1634. 1487, 1445. 1279. 743cm"l. 
MASS (APCIMASS).in/z 654[(M+H)+]. 

5 ^>i^JV 4-[[[(lR)-2-[6-i^on-3-(R.S)-[(>J^5^;l/T5/)7^9" 

2, 3, 4-^h^k Fo-i-4^y u^;i/]-i-(i — r >F";i'-3--r;i/ 




10 IR(KBr) : 3308. 2948. 1686. 1634. 1487, 1433, 1215. 743cm"l. 
MASS (APCIMASS).m/z 656 [(M+H)+]. 

2- il-^>V^JU-4- tf^U >f-;i/) -N- [(IR) -2- [6-^:7 p D -3- (R. S) 
-l(i^}<^)VT^y);<^)l]-l, 2. 3.4-7^h^t Ho-l-^y U-;W-1- 

15 (i-'i'>H-;w-3 — r;i'P^5^;i/)-2-^^vx5^;i']T"t h7 5 H 




o 



IR(KBr) : 3283. 2936. 1634. 1487. 1445. 1279. 743cin"l. 
MASS (APCIMASS).m/2 640[(M+H)+]. 
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l-^>y-r;W-N-[(lR)-2-[6-i^nD-3-(R)-[(vp<^;i/Ta y)^ 

-1. 2. 3. 4-^ h^t Kn-i-^y U:=:;H - l- (l — ( > F-;U-3--i' 



IR(KBr) : 3289. 2944. 1634, 1487. 1435, 1280. 1094. 743cin"l. 

MASS (APCIMASS). m/z 626C(M+H)+]. 

[a]i)20 = -147° (c =0.498% ^^y— JU) 

10 N-[(lR)-2-[6-i7Pa-3-(R.S)-[(>?p^5^;l/T^y)^5^;W-l. 2. 3. 4 

-5=-h^t Kn-i-=^y un;i/]-i-(i — r >K— ;i'-3 — ()\^^^)i)-2- 
:t+yx^;i/] -i-(4-y. h^sx^>y-r;w -4- tf^u >?>:^;i/^^it^ 



15 3-(R. s)-(N. N-v^^;^T^y);*^;^-6-^5^^D-l-[3-(-r>F>-;^ 



-3--r;^) -2- [(R) -4- tr^'j v;i/:^7;u:i^-;i'T^ y] :/PAy-r;W - 

1, 2. 3. 4-5^ h^b Hn^^y U >(150ing)<DT-k h U ;K3ml)r§f^{C. p-^ 
h^i>^m#m(57ing), WSC(83ing). HOBt (46ing) ^iO^> mU-(:2mmm.WLrz 

20 mJi^)im^^ ^fO:feit7KT'^5fe#b, l^j^^^gJ^bfCc ^-^^TA^-^tJ^A 
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IR(KBr) : 3289. 2942. 1634, 1613. 1487. 1439. 1250. 743cm"l 
MASS (APCIMASS).m/z 656[(M+H)+]. 

N-C(lR)-2-[6-^PD-3-(R. S)-[(>?^^;i/T^y)^5^;i/]-l, 2. 3. 4 

-5"h^fcFP-i-^y u-;u]-i-(i — r>H-;i^-3 — ()u^^ji)-2- 



Me 




a 




O 




10 

IR(KBr) : 3285. 2946. 1634. 1487. 1456, 1230. 743cm-i. 

MASS (APCIMASS).m/z 640[(M+H)+]. 

N- [(IR) -2- [6-^:7 D D -3- (R. S) - [(i^^5^;i/T^ y ) -1. 2. 3. 4- 

15 5^h^t Ho-i-=^^y u-;w-i-(i— f >H-;u-3 — r;i';>t5^;i/)-2-:t 



:^yx^;i/] -i-(2-^ h^>'^>i/-i';i/)-4-tr'^u>'>;^;i/3l^^-y-^ K 

Me 



Clv^.<f-^.,.-v^^j^ Me 




a 




o 



N T^N^ OMe 



IR(KBr) : 3297. 2944. 1626. 1489. 1435. 1246, 743cm"l. 
MASS (APCIMASS).id/z 656 [(M+H)+]. 
20 ^»J11 

l-(2-^DD^>V''r;i/)-N-[(lR)-2-[6-^PD-3-(R. S)-[(v^^ 



wo 01/25228 



O 



o 



PCT/JPOO/06937 



5^;u7^y)p^5^JW-i. 2. 3. 4-5^h^b Ho-i-^y uzi;p]-i-(i--r> 
H-;i/-3--r;i/^^;i')-2-:t^yx5^;H -4- tr^u s^>;t>;uzt?^-y-s h 



IR(KBr) : 3304. 2944. 2861, 1634. 1487, 1445. 743cm~l 
5 MASS (APCIMASS). m/z 660[(M+H)+]. 

1- (l-^>y5^^:7ic>-2 — r [(IR) -2- C6-^PO 
-3-(R. S)-l(i^^^}VT^/)y^^}l]-l, 2. 3, 4-7"h^t: HP-l-4^y U 

- 1 - (i--r > K-;u-3--r;i/p^5^;i/) -2-:^:^yx5^;i/] -4- tf^u 
10 >'>:^f;i^/}^^it^ H 



IR(KBr) : 3289. 2944. 1632. 1487, 1456, 1273, 743cin-l 
MASS (APCIMASS). m/z 682[(M+H)+]. 

15 N-[(lR)-2-[6-^j7DO-3-(R, S)-[(>'^5^;UT$y)^5^;i/]-l. 2, 3. 4 
-•T^h^t Ho-1-^/ Ux;U]-l-(l — (>}^-}l-3-^ )l^^)\y)-2- 





wo 01/25228 
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CI 




Me 



N 
H 



IR(KBr) : 3297. 2944, 1632. 1487. 1456. 1100. 741. 729cm-l. 
MASS (APCIMASS). m/z 640[(M+H)+]. 

5 N-[(lR)-2- [6-i^nu-3-(R. S) - ;<^)VT ^ y) - \, 2. 3. 4 

-xh^t Ha-i-^y ;i/]-i-(i — r >H-;w-3 — r;p^5=-;i/)-2- 

X5^;i/] -1 - (1 — r > h*-;P-2 — Oli^jl^^zzji) - 4- tf^U v>:^7 



10 IR(KBr) : 3283. 2938. 1638. 1601. 1528. 1487. 1439. 745cin"l. 
MASS (APCIMASS). m/z 665[(M+H)+]. 

N-[(lR)-2- [6-^PD-3-(R.S)-[(>';>t5^JUT5y)p«.^;i/]-l. 2. 3.4 

-xh-^t HD-i-4^y Un;i/]-i-(i--r >H-;i/-3— r;i/pt5^;W-2- 
15 :t^vx^;i/] -i-(i — r>K— ;i/-3— r;u;^;i-i}^— ;i/)-4-tf^Ui^>:^ 





PCT/JPOO/06937 



H 



IR(KBr) : 3283, 2942, 1636, 1595, 1532, 1487, 1439, 743cin"'. 
MASS (APCIMASS).iii/z 665[(M+H)+]. 

5 I - (.\-^>'/y'y>-2 — r;i^;^;P4^-;i/)-N-[(iR)-2-[6-il7Da-3 
-(R. s)-[(5/p<^;i/75y);<^;U]-i, 2, 3. 4-5=- h^b Fo-i-^y ^J — 

(1 — r > K-;i/-3-'r;up<^;i/) -2-^4^yx5^;p] -4- t!^u 




10 IR(KBr) : 3285, 2938, 1632, 1487, 1437, 1177, 745cm-l 
MASS (APCIMASS), m/z 666[(M+H)+]. 
^5S^J17 

N-[(lR)-2-[6-i:7DP-3-(R, S)-[(f/^^;i'T^y);<5^Jl/]-l. 2. 3, 4 

-T^h^t Ko-1-:^/ un;n-i-(i — r>K-;p-3--r;w^^;i')-2- 
15 :t^yx5^;i/] -i-(2-5^x-;i/:^/;pjl^-;i.)-4-fc!^'j>?>;^;U7}^4^-tf^ 




PCT/JPOO/06937 



IR(KBr) : 3291. 2938. 1636. 1522. 1487. 1439. 1273. 741cin-l. 
MASS (APCIMASS),m/z 632[(M+H)+]. 

5 N-C(lR)-2-[6-i^DD-3-(R. S)-[(-:^^5^;i'T5/)>C^;l.]-l. 2. 3.4 
-T^K^t HD-l-:^y iJ-)l^l-]-il-^>]i—)V-3-^}\^;^^)l)-2- 
^t^VJL^JVl -1- (3-^x-;u:^j;U/i^-;w -4- fcf^u z^y^JVT^^-^^ 




10 IR(KBr) : 3293. 2942, 1634. 1526, 1487, 1445. 1275, 741cm"l. 
MASS (APCIMASS) , m/z .632 [ (M+H) +] . 

mmm9 

N-[(lR)-2-[6-i^DP-3-(R, S)-[(i^;<5^;i/T^y)^^;W-l, 2, 3, 4 

-T^h^t Hp-i-^y u-;i/]-i-(i--r >K-;u-3— r;i/^^;0-2- 
15 ^^vjL'^M -i-(3-t!Uv^-;i/:^;i/3}^-jw-4-tf^U':;>;*j;i'#4^-t^- 




wo 01/25228 



O 
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IR(KBr) : 3293. 2944. 1634. 1487. 1441. 1283. 741cm"l 
MASS (APCIMASS). m/z 627[(M+H)+]. 

mmm2o 

N-[(iR)-2-[6-^j7PD-3-(R. s) ^5^;i/T^y)^5^;i/]-i. 2. 3. 4 
5 -7=-h^t: HP-i-=^y u^;u]-i-(i--r>H-;i/-3 — ()v^'^)U)-2- 

:t^VJ^^)V] -1 - [2- ^ uuy jLZl)V)7-\L=^)V] -4- fcT^U i/>*;i/ 



IR(KBr) : 3297. 2969. 1634. 1487. 1456. 1092. 743cm-l. 
10 MASS (APCIMASS). m/z 674[(M+H)+]. 
21 

N-[(lR)-2-[5-i7DD-3-(R. S) - [(>?^5^;i/7 ^ /) ^5^;H - 1. 2. 3. 4 
-T^h^k HD-l-4^y ^)::l}V]-\~{\--(>\^—}V-Z-^}V:^^)V)-2- 



1 - [2 - (R) - z 5 y - 3 - (-r > 3- -r y D/\v - 5 - ^ D □ 

-3-(R. S)-(N. N-i/^5^;UT5y)p^^;U-l, 2, 3. 4-5^h^b KD^^y u> 
(154ing)*5ctafN-X5^Jl/>?-f VyPtfjl/T^XO. 07ml)<^)T-fe h— l-U;Uj^?S 

20 JKfS^lci-:7x-;vif^^>5>(62ing)43J;tJ^-x^;i^v-f vyDtf;i/T 

5X0. 07nil)©7'-fe hxhU;i^^?^(5ral)^j!]a^fCo SfE^^^S^T^ ^ dSBt 




CI 



15 




wo 01/25228 
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^n-Th^^y^- mmmm mmj^^jw^ ^ j -;p= i o/d -^mm u , urn 

IR(KBr) : 3266. 2971. 2820. 1636. 1458. 1233. 743cm"l 
5 £ilT(^^»J22~25(Cl3«KCD<b'&#J«^iS#921<h|s|<itCLT'&^L.;^o 

N- [(iR) -2- [3- (R. s) - y) ^5^;u] -e- -yyv-^u- 

1.2. 3. 4-7^h^t Ha-i-^y u— ;L']-i-(i-<>H-;i'-3--r;up^^ 



IR(KBr) : 3268. 2857. 2822. 1632. 1497, 1233. 760cm~^ 
MASS (APCIMASS).in/z 583[(M+H)+]. 

N- [(IR) -2- [3- (R. S) - [(v^^^JWT^ y) -6-7;^:tO- 
I5 1, 2. 3. 4--T-h^t KD-i-4^y u-;i']-i-(i-'r> K-;i'-3 — r;u^5" 

;i/)-2-:^4^VX5^;H -4-(2-:^-^y-2. S-S/b Hn-i-^>X^^^ 

y-;L'-i— f;i/)-i-tf^U5^>ij;U3}^4^+r-^ H 



MASS (APCIMASS).in/z 638[(M+H)+]. 

N- [(IR) -2- [3- (R. S) - y ) -e-y)]y:tu- 





IR(KBr) : 3252, 2940. 1694. 1632, 1495. 1244, 756cm~l. 



wo 01/25228 



O 



125 



o 
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1. 2. 3. 4-7^h5t: h'P-i-^y uzi;n-i-(i--r >F->!i'-3-'i';i/>t5^ 
;i/)-2-^:^yx^;W -4- (3-^^;u-2-:^^y-2. 3-vt 



5 IR(KBr) : 3254, 2938. 1694. 1634. 1497. 1435. 1242. 752cid"1. 
MASS (APCIMASS).m/z 652[(M+H)+]. 

N-[(lR)-2-[5-^OD-3-(R. S)-[(>?^5^;i/T^y)p<.^;U]-l. 2, 3. 4- 

7^h^tHD-i-^y u:=i;n-i-(i--f >F— ;p-3 — r;i'>-^;u)-2-^ 

10 ^yx^;U] -4-(2-;t-^V-2, 3-i/t FD-l-^>X<53^V'— ;i/-i- 

<;U)-i-kf^'J>^>:<7;i/7i^^it^ H 



IR(KBr) : 3272. 2971. 1694. 1634. 1483. 1464. 1246. 741cin-^ 

15 l-^yV-i [(IR) -2-[5-^DD-3- (R S) - [ (>?^ ^;l/T ^ 7 ) 

^5^;H-1. 2. 3. 4--^h^t: Ko^y U >-i -1 - (1 — f > F-;i/-3 
— r;i/^5";i/)-2-^+yx5^;i/]-4-tf'^u>'>;^7;i/7}^^it^ h' 





wo 01/25228 



m 



PCT/JPOO/06937 




i-[2-(R)-T^y-3-(-r>K-;i^-3 — ( JDyu/-^ y ^ )U] -5- an 

-3-(R. S)- (N, ii-zy^^)lT^y)^^Jl-l, 2. 3. 4-5^h^b KD^^y U > 
(1 5 1 mg) , 1 - ^ > y-r - 4 - tf >^ U 5^ > ;P7t? >m (94mg) *5<fc miOB t (60mg) 

^ A ^ n V h ^ ^ - (Sr?l?^JS : @^^x^;i//pt ^ y -;i/= 1 0/1 ) -emi? L 
10 IR(KBr) : 3283. 2934. 1634, 1281. 739. 708cm"l. 

N-[(lR)-2-[(3R.S) -6-^OP-3-[(>^p<^;i/7S/)^5^;H-l. 2. 3, 4 

-T^h^t FP-i-^y Ux;i.]-i-(i-'i'>F— ;^-3--r;^;<5^;^)-2- 
:t^yx5^;^] -1- h'J:7;i/:tP7-fe5^;p-4-tf^U v>;;!7;P4?4^-y-^ H 



IR(KBr) : 3308. 2946. 1694. 1634. 1487. 1175. 1144. 745cm-l. 
MASS (APCIMASS). m/z 618[(M+H)+]. 

20 N-[(lR)-2-[(3R. S) -6-i:7DD-3-[(>^p^5^;i/T^/)>5^;i/]-l. 2. 3. 4 




wo 01/25228 



o 



127 
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N-[(lR)-2-[(3R. S) -6-i^np-3-[(>^^^;|/7^y)^^;i/]- 

5 1. 2. 3. 4-5^h^h KP-i-4^y U-;w]-i-(i--r>K-;u-3--i';i/^5^ 
;i/)-2-^^^yx^;i.] -i - h u 7;i/:tDTiz5^;i/-4- tf^u >?>;^f;i/jj^4^ 

-ti-^ K(200ing)(D^iS7y-;K4ml)?^?^{C10%^i?;^U':7A7K?§r«(2ml)^j!jP^, 

IR(KBr) : 3279. 2944. 2822, 1636, 1487. 1233. 743cm~l. 
MASS (APCIMASS). m/z 522 [(M+H)+]. 

i-7-fe5^;i^-N-[(iR)-2- [(3R. s) -6-^np-3-[(>?y^;i/T^y) ^ 
15 ^M-i, 2. 3. 4-^h^t: Ux;i.]-i-(i--r >k— ;u-3 — r 




N-[(lR)-2-[(3R, S) -6-^DP-3-[(>^^5";i/T^y)p^5^;H- 
1. 2. 3.4-^h5t FP-i-^y Ux;i/]-i-(i-'i'>K-;u-3--r;u^5^ 
20 ;u)-2-:*-+vx5^;i/] -4-fcr^u v>;*7;i/3}^4^it^ H(i50ing)(Dg^i?x5^;i/ 



wo 01/25228 



128 



PCT/JPOO/06937 



3- (1 -^>V'r;W-4- tf^U -N- [(IR) -2- [(3S) -6- D □ -3 

5 -[(>^^5^;UT5/)pt5^;W-i. 2.3. 4-7^h^b Ho-i-=!^/ ^J=.)V]-\- 
(1— r >H-;w-3— <;i/pt5^;u)-2-:r+yx5^;u]7'*oA>7^ K 



H 0 

IR(KBr) : 3289. 2932. 1632. 1487, 1447. 741. 710cid"1. 
MASS (APCIMASS).in/z 654[(M+H)+]. 
10 *M^J31 

3-(l-^>y-r;P-4-tf^Uf/-;W-N- [(lR)-2-[(3R) -6-'i7Un-Z 

- [(i^p^5^;i/T5/)^^;W-i, 2. 3. 4-7"h^b FP-i-+y U-;i']-i 
-(1 — r >H-;i/-3--r;i/>«>^ji')-2-:t=^^vx^ju]^°DA>y^ H 



15 IR(KBr) : 3289, 2936. 1634. 1487, 1445. 743. 710 cm~K 
[q!]d'»=-135. 2' (c=0. 302. MeOH) 

l-^>>?;U-N-[(lR)-2-[(3R) -6-^PP-3- [(>?p<5^;l/T^ 7 ) 

M-\. 2. 3. 4— xh^tHD-i-^/ u-;u]-i-(i-<>K-;u-3— r;i/ 

20 ^^M-2--t^'JX.^M -4-fcr^>?U >:^7;U3j^^i^-^ H 




Cl 




wo 01/25228 
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CI 




N 
H 



HN^O 



N 



IR(KBr) : 3306. 2940. 2768. 1634. 1487. 1456, 741 cm 

mmmz 



rl 



2-[(l-^>y-r;l'-4-tf^U>'-;|/):^-=lrv]-N-[(lR)-2-[(3R) -6- 

5 ^pp-3- [e^^5^;PT5y)^^;u]-i.2,3.4-5^h^fcHo-i-:^y u 
— ;w-i-(i — r>K-;p-3--i';i/^^;W-2-:r^vx5^;u]T-fe hTS K 



H 6 

IR(KBr) : 3274. 2936. 1651, 1487. 1441. 1100, 743 cm"! 

10 N-[cis-4- ({[(lR)-2-[6-i7nn-3-(R) -[(Z^:<^)17 ^ J) 

-1, 2, 3, 4-7"h^t HP-l-=!ry U:::;i/]-l-(l--r >H-;i/-3--r;i/p< 



IR(KBr) : 3297, 2936. 1636. 1528. 1487. 743 cni"^ 

15 mmm^^ 

N-[(lR)-2-[(3R) -6-'^nn-Z-i(z^^9-JV7^y):A^M-\. 2. 3. 4 
-•T^h^t: FD-1-:^^/ iJ-;H-l-(l — Ol^-JV-^-^JV^^M-l- 





wo 01/25228 



• 



130 



m 
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CI 




N 
H 



HN^O 




IR(KBr) : 3318. 2944. 1694. 1632. 1175, 1144. 743 cm-^ 

[a]B^''=-139. 7° (c=0. 308. MeOH) 

5I»J36 

5 N-[(lR)-2-[(3R) -6-^ 00-3- [(vp<5^;i/T$ / ) - 1. 2. 3. 4 

-T^h^h HP-i-^y •jn;u]-i-(i — r>K-;i'-3 — r;i/p^^;i/)-2- 

:t^yx^;i.] -3-[i- (h^yJlt-uyt^M -4-br^U>^n;wynA 



10 IR(KBr) : 3301. 2938. 1688, 1344. 1487, 1204. 1146. 745, 667 cm"l 

N-[(lR)-2-[(3R) -6-i^DD-3-[(vp^^;i/T^y)>^;i/]-l. 2. 3, 4- 

■xh^h Hn-i-^y u-;i/]-i-(i--r>K-;p-3 — r;i/^5^;i/)-2-:t 





15 



H 



wo 01/25228 



o 



o 
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mmm2s t mmiz vxmmit^!^ ^mzo 

IR(KBr) : 3285. 2942, 1634, 1487. 743 cm" ^ 
[a]D20 = -167.0° (c = 0.308. 

5 HMMSS 

N-[(lR)-2-[(3S)-6-i^nD-3-[(>?pt^;i.T$y)^5^;i/]-l, 2, 3, 4- 

y='h^}^\^n-l-^y U::i;U]-l-(l-'1'>H-;i/-3 — ( Jl^^Jl)-2-^ 

^vjL^ji] -i-(4-7^ h^->^>y-r;i/)-4-tf^u>?>;^;i'3j^^it^ f 



10 IR(KBr) : 3289. 2946. 1609. 1487. 1435. 1250. 841. 743cm"l. 
MASS (APCIMASS),in/z 656[(M+H)+]. 
^»J39 

N-[(iR)-2-[ m)-e-^uu-3-Ui^^^)vr^y)^^)i^ -i. 2. 3. 4-^h^t 
H p -1 -4^ y u - - 1 - (1 > F -;i/-3-f -i-^^ v x^M-i- (4- 

15 p<5";i/^>y-r;i/)-4-tr<'j >^>;^7;i/4^4^-y-5 k 



IR(KBr) : 3303, 2942, 1630. 1439. 743c!n"l 
MASS (FAB).in/z 640. 3[(M+H)+] 

20 N-[(lR)-2-[ (3R)-6-i7 0P-3-[(v^^;i/T5y)p^5^;U] -1. 2. 3. 4-^h^ti 




0- 




wo 01/25228 
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K p-1 -4^ yj n;u] -1 - (1 --I- > F-JWS-r x5^;i/] -i- (4- 



IR(KBr) : 3297. 2944. 1636, 1437. 1227. 745cm-l. 
5 MASS (V^R).m/z 644. 2 [ (M+H) +] 

ll»!|41 

l-(4-^ aP'^>y-r;W-N-[(lR)-2-[ (3R)-6-^OD-3-[(>^^5^;i/y:S 

-1. 2. 3. 4-5^ h^t HP-i-^y u::i;i/]-i-(i— r > ;w3— rjpp^^^;!^ 



IR(KBr) : 3303. 2942, 1630. 1439. 743cin"l. 
MASS CFm.m/z 660. 2 [(M+H)+] 

N-[(lR)-2-[(3R) -6-i5^DD-3- [(>^^^;i/7^ y ) p^^^JU] -1. 2. 3. 4 

15 -T^h^b Hn-i-4^y ur:;i/]-i-(i — r>F-;i/-3 — r;i/^^;u)-2- 

:t^yji^)l] -1- (T-h^t HP-2H-tf^>-4 — T -4-tf 




10 





PCT/JPOO/06937 



IR(KBr) : 3294. 2932, 1634. 1487. 1186. 1094. 741 cin"l 

N-[(lR)-2-[(3R) [(v^^;i/T^y)p^^;i/]-i. 2, 3. 4 

5 -T^h^t HP-l-^y U3:;U]-l-(l — ( > -2- 
:t^yx^;H -1- (4-^ h^'>^>y-r;i/) z^ytijv-^^-^ 




IR(KBr) : 3277. 2938. 1634. 1613. 1487. 1435. 1250. 841. 743 cuTK 
10 [a]B^''=-143. 7° (c=0. 309, MeOH) 

N-[(lR)-2-[(3R) -6-i^DD-3- [(v^^Jl-TS 7) ^5^;!/] -1, 2. 3. 4 
-xh^kHo-l-4^y -M-l - (l-^ > -2- 

:t^yjL^ji]-\- (2-^ h^'>^>y-r;L') -4- t:^'ji/>;t>;i/^4^-y-^ 

15 H 



wo 01/25228 
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IR(KBr) : 3283, 2940. 1632. 1487, 1250. 743 cin"l. 

[a]p^''=-140. 2" (c=0.308. MeOH) 

II2?S^J45 

5 N-[(lR)-2-[(3R) -6-i^OO-3- [(>?p^5^;i/75 /) - 1. 2. 3. 4 

-^h^}^\^n-\-^y ;n-i-(i — r >F-;i--3 — r;up<^;i/) -2- 
:t^yx5^;i/] -1- (2-pt^;i/^>i/'r;i/) -4-k!^u>?>:tf;i/4^^t>-^ F 



IR(KBr) : 3300. 2946. 1634. 1487. 1441. 743 cvrK 
10 [a]„"=-143. 3" (c=0. 307. MeOH) 

1- (2-^DD^>y<;l.) -N- [(lR)-2-[(3R) -6-^PD-3- [(i^^ 

2. 3. 4-5^ h^t Fo-i-^^y u:::;i/]-i-(i— r> 
F— ;i'-3— r^U^^^JW -l—^^VJL^M -4- e'^'J >f>:*;i/3j^^+i-5 F 




wo 01/25228 / \ PCT/JPOO/06937 

135 




IR(KBr) : 3287. 2944. 1634. 1487. 1445, 741 cutK 
[a]/"=-139. 9° (c=0. 303, MeOH) 

5 N-[(lR)-2-[(3R) -e-^nu-Z- [(>?^5^;UT5 7)>^5^;l/]-1.2. 3. 4 
-T^h^t Ko-l-^y Un;U]-i-(l--f >H— ;U-3 — (J\^;<^)l)-2- 

:t^vx^M -1- (-r >F— ;i/-2--i';i^:^j;i//i^-;W-4-ti^U':/>:*;u 




N H 

10 IR(KBr) : 3291. 2942. 1636. 1605. 1487. 1437. 747 cvT^. 

[a],''=-l40. (c-0. 307. MeOH) 

i-[4- (T^yx;pji^-;p) ^>v<;i/] -n-[(ir)-2-[(3R) -e-^^an 

-3- [(i^;<^JVr^y)^^M-l. 2. 3. 4-7^h^t HD-l-:^/ U-JW 

15 -i-(i-<>K-;i/-3 — r;u;<5^;p)-2-:t4^yx^;i/] -4-tf^u>?> 



wo 01/25228 PCT/JPOO/06937 
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IR(KBr) : 3268. 2942. 1634. 1487. 1339. 1165. 1096. 745. 608 cm"* 

l-[4- (T-fe^;i/7^y) ^>^/-r;i/] -N-[(lR)-2-[(3R)-6-^aD-3 
5 - [(>^p<5^;i/T^y)^5^;i/]-l, 2. 3. 4-^h^tHn-l-^y U:::;W-1 



" 6 



N 



H 

IR(KBr) : 3301. 2938. 1634. 1532. 1487. 1441. 743 cm-^ 
10 HJfi^JSO 

l-[ (5-T-t:^;i/-2-5='X-;i/) ts}V^:z.)V] -N- [(IR) -2- [(3R) -6- 

^PD-3- [(>^7^5^;i/y^y)pt5^;p]-i. 2, 3, 4-7^ h^t kp-i-=\^/ U 
— ;i/]-i-(i--r ;u-3 — r;i/^5^;i/)-2-:t^vx5^;i/] -4-k°^u 



wo 01/25228 



o 



o 



PCT/JPOO/06937 



CI 




IR(KBr) : 3308, 2942. 1634. 1487. 1424. 1271. 743 Cffl-l 
N-[(lR)-2-[(3R)-6-i7DP-3-[(S^p^5^;i'7^ 2. 3. 4- 

:^^yx^;i/] -1- (i-;<^;k>f-;1/-2--i';L':^;|//}^— ;p)-4-tf^'j V 



10 THF(3inl)^g-&?g?^t{3, H0Bt(54mg). WSC(70ing)i3 J;^- [(IR) -2- [(3R) -6 

-^oa-3-[(v^5^;uT^ y)^^;i/3-i. 2. 3, 4-^^ t 
U-;u]-i-(i--r >H— ;p-3--r;u^^;i/)-2-^+yx^;H -4- tf^ 

: @^i?x^;i//^^y-;i.=50 : i)T*f^L, ^^{b^^^deiing)^?^^^^^ 

IR(KBr) : 3303. 2968. 2942. 1632, 1487. 741 cm"^ 

mmm 51-2 




wo 01/25228 



PCT/JPOO/06937 



138 




1 - [2- (R) - T 5 y -3- «> K-;i'-3- ::^D/^/ -r ;W -3- (R) - 6 

(7.29g)(DT-fehnK'j;K50ml)-THF(50ml)?m-&^?^l;:, 1- [ (1.-^^ 
5 — r > K-;v-2--<;i/) ;^7;i.7j?-;H - 4 - 1!^ U >'>;^j;1/4^>^ 
(5. 323g), WSC(4.28g). HOBt (2. 872g) ^JJO^, ^WCZmmmWVrCo R^Wz 

N- [(IR) -2- [(3R) -6-^ D D -3- [(>'pt5^;i/T5 y) -1, 2, 3. 4- 

15 ^yx5^;n -3- (4-tf^u>?x;i/)ypA->Ta H 



N-[(iR)-2- [(3R) -e-ij^uD-s- [(>?p^5^;i/T5y)p^5^;W- 
1.2.3.4-7^ h^fc: KP-i-=^y Ux;i/]-i-(i--r >H-;l'-3-<;u^5^ 
)V)-l-^^VJi^)\/'\ -3-[l- (l>U7;i':e-nT-lr5";W) -4-tf^U>^- 




wo 01/25228 



o 



139 



PCT/JPOO/06937 



Jl.]yPA'>7^K (194mg) <D}f^^ /-JUmm. (4inl) izmmm.:^ V O AT^m 

5^^IPET-?5t^L, i^mit^m (146 mg) ^mtco 
5 IR(KBr) : 3287. 2924. 1636. 1487. 741 cm-^ 



N-[(]R)-2-[(3R)-6-^DD-3-[(>>'p4 5^;|/T^y)^5^;i/]-l, 2, 3. 4- 

xh^t HD-i-4^y 'j-;W-i-(i--r> K— ;w-3-<;i/^5^;p)-2-::i- 
10 ^vx^;i/] -3-[i-(2-5"xn;U;^j;i//}^n;i/)-4-kf^U vih^Wt'oa^ 
7a K 



H 6 

IR(KBr) : 3299. 2926. 1634. 1487. 1443. 739cni"l. 
MASS (APCIMASS).in/z 660[(M+H)+]. 

15 mmmu 

N-[(lR)-2-[(3R)-6-^nn-3-[(i^p^5^;PTay)p<5^;H-l, 2, 3. 4- 
^h^bFa-1-:^/ Un;i/]-i-(i — f > H— ;i/-3 — f )l:A'^Jl) -2--^ 
x^;W -3 - [1 - (2- hf u v;i.;t7;i'3j^x;u) - 4- tf^u vx;u] a> 

7^ H 



IR(KBr) : 3287, 2928. 1634, 1487. 745cm"l. 
MASS (APCIMASS). m/z 655 [(M+H)+]. 

3- [1 - (2-^>\/5^:t7x>:^;U3j^x;i/) -4- tr^u >^x;u] -n- [(ir) -2 



»y53 




20 




wo 01/25228 





PCT/JPOO/06937 



-[(3R)-6-i^DP-3-[(>'^5^;UT^y)p^^;i/]-l. 2. 3. 4-5=-h^t Ha 

-1 -^y u - 1 - (1 -<> H-;i'-3 — oi^f^'^jv) -i-^^vjl^^-m 



5 IR(KBr) : 3297. 2934. 1635. 1487. 743cm-l. 
MASS (APCIMASS).in/z 710[(M+H)+]. 

N-[(lR)-2-[(3R)-6-i?OD-3-[(v^^;W7^y)p^5^;U]-l. 2. 3, 4- 

T-h^k Hn-i-^y Uzi;p]-i-(i— <>h*-;i/-3 — r;i/^5^;w) -2-::f 
10 4^yx5^;w -3-[i-(2-^ H^->'^>y'f ;u)-4-tr'>!iUi/-;u]:/DA> 



H 6 

IR(KBr) : 3272. 2934. 1634. 1487. 1248. 743cm-l. 
MASS (APCIMASS).iii/z 684[(M+H)+]. 

15 mmm^i 

N-[(lR)-2-[(3R)-6-iJ^Dn-3-[(i^7^5^;PT5y)^^;i/]-l, 2. 3. 4- 

^h^tHP-i-^yu — ;n - 1 - (1 — r > h— ;i/-3--r -2-^ 
^yx5^;u] -3 - [1 - [2- ;i/)^>v/-r;W -4- tf^u 






IR(KBr) : 3299. 2930. 1634. 1487. 1314. 1154. 781, 743cin~l. 



wo 01/25228 



o 



o 



PCT/JPOO/06937 



MASS (APCIMASS). m/z 732[(M+H)+]. 

N-[(lR)-2-[(3R)-6-^PD-3-[(>?p^5^;i/T^y)>C5^;i/]-l. 2. 3.4- 
xN^tHo-l-::^y U - 1 - (1 — r> F-;U-3 — ( Jl^;^9-M-2-:t 
5 4^vx5^;p] -3-[i-(i/^DO^;U:^;i./jf-;W)-4-tf^U v:=:;i/]yo 



IR(KBr) : 3285. 2944. 1638. 1487. 1439, 743cin~l. 
MASS (APCIMASS). m/z 646[(M+H)+]. 

10 mmm59 

N-[(1R) -2-[(3R) -6-^DP-3-[(>^^5^;i/T5y)^^;H -1, 2. 3. 4- 
7^N^tKa-l-:^y U::i;H-l-(l — r > ]^~Jl-3-^ -2-^ 
^VX.^M -3-[i-[(4-i^aD:7x-;U)y-fe5^;H-4- t!^'j>^:::;ny 



IR(KBr) : 3287. 2934. 1640. 1489. 1092. 808. 743cin"l 
MASS (APCIMASS). m/z 702[(M+H)+]. 

N-[(lR)-2-[(3R)-6-^Pn-3-[(>?^5^;UT^y)^5^;i/]-l. 2. 3.4- 

20 T-h^fc: KD-i-^y U— ;H-i-(i--i'>F-;i/-3--r;i/^5^;u)-2-::!- 

^yx5^;P] -3- [l-[(3-^DD:7:t:-;U)7-fe5^;i/]-4- fcf^Ui/-;H7' 





wo 01/25228 



PCT/JPOO/06937 




ci 



« 0 

IR(KBr) : 3299. 2930. 1636. 1487, 743. 685cm"l 
MASS (APCIMASS).m/z 702[(M+H)+]. 

5 N- [(IR) -2- [(3R) -6-^ PO-3- [(>^p^^;i/T^ / ) -1. 2. 3. 4- 

5^h^tFn-i-^y U-;i/]-i-(i — r > F-;w-3--r;i/^5^;u)-2-;^ 
^Vx^;H -3-[i-[(2-i:7DD-7jir.;w)7-k5^;i/]-4-h!^U 



10 IR(KBr) : 3291. 2934. 1636. 1487. 1040. 747cm~J. 
MASS (APCIMASS).m/z 702 [(M+H)+]. 

3- {1- [4- (T^ /X;l//jN:::;W^>l/-r;H -4- tf z^^M -N- [(IR) - 
2-[(3R)-6-i^Dn-3-[(>?^5^;WT5y)^5^;i']-l. 2. 3. 4-7^h^t: H 

15 n-i-:^/ 'j-;i/]-i-(i — r>H— ;i'-3 — r;u^^;u)-2-^^yx^;i/ 





IR(KBr) : 2936. 1632. 1489. 1456, 1339, 1165, 743, 667 cm 



,-l 



wo 01/25228 



143 



PCT/JPOO/06937 



M^J63 



3- [1 - (2-i7 PP^>y-r;i/) -4- tf'^U ] -N- [(IR) -2- [(3R) -6 

-^Do-3-[(>^><^;i/T^y)^^;H-i, 2. 3. Hn-i-^y 
»j -1- (1 --r > K-;i'-3--r;i/p(5^;i/) -2-;^-4^yx5^;i/] yDA°>T 



3- [1 - (3-i? D P^>\/'r;i/) - 4- tf^'J ] -N- [(IR) - 2- [(3R) -6 

10 -i7nD-3-[(>?^5^;UT^y)p<.^;i/3-i. 2. 3. 4-7^ h ^ t Fp -1 -^y 
-1- (i--r > K-;u-3--r;u;<^;u) -2-::r^vx5^;w :/pa->t 



IR(KBr) : 3289. 2932. 1634. 1487. 1443. 1281. 741 cin~l 
15 ||»J65 

3- [1 - (4- ^ p p^>y-r -4- tf^'J ] -N- [(IR) -2- [(3R) -6 

-/7PP-3-[(>^^5^;uT^y)p<.5^;H-i. 2. 3. 4-5^h^k kp-i-4^/ 
ij -1 - (1 — r > K-;p-3 — r -2-;r^yx^;W ^p/t>T 





,-1 




wo 01/25228 



PCT/JPOO/06937 



144 



5 H 




IR(KBr) : 3287. 2934. 1634. 1487. 1445. 1279. 1090. 837, 743 cm"' 



5 N- [(IR) -2- [(3R) [(.i^ ^^)VT ^ y) -1. 2. 3, 4- 

^yx5^;u] -3-{i-[2- (hU:7;i/::f D^5";i/) ^>y-<;i.]-4-tf^g V? 



10 IR(KBr) : 3289. 2936. 1634. 1489. 1441. 1318. 1175. 1130. 743 cm-l 

3- {1 - [3- (7^ y XJl7i^~)U) -A-^UU^>'/^ )l] -4- tf^U iyzijl} 
-N-[aR)-2-[(3R)-6-^DP-3-[(v^p<^;i/T5y)pC^;W-l. 2. 3.4 

-T^h^t KD-i-^r/ U— ;i/]-i-(i — r >F— ;^-3--f;^p^5^;^)-2- 
l5 ::t4^yx^;wyn/i>7'^ H 




wo 01/25228 



o 



o 



PCT/JPOO/06937 



145 




IR(KBr) : 3275. 2971. 2934. 1634. 1487. 1445. 1339. 1167. 1042. 745. 594 



5 N-[(lR)-2-[ (3R)-6-^^nn-3-[(v'^5^;L'T^y)p^5^;i/]-l. 2. 3. 4-7^h^t 

K D -1 y u -1 - (1— r > H — ;u-3— r ^^u) -i-^^v jl^m -3- [i - 

(4-^ > )V) -4- If ^ U i/n; W ^ D /N' > T 5 F 



IR(KBr) : 3266. 2934. 1638. 1439. 743cm-l. 
1 0 MASS (FAB) . m/z 668. 3 [ (M+H) +] 

IISg^J69 

N-[(lR)-2-[ (3R)-6-^nD-3-[(v;<5";l/T^y)pt^;W -1. 2. 3. 4-^^ h ^ t 

H □ - 1 y ij - ju] - 1 - (1-^ > j.* _;^_3_^ ;u ^ ^ v x^;H -3- 

[i-(4-^ h^->^>v^'f ;i<')-4-tr'>^>j>^ii;H"/D/^>T^ K 



cm 





IR(KBr) : 3285. 2936. 1638. 1439. 1250. 743cm"l 
MASS (FAB), m/z 684. 2 [(M+H) +] 

ll»J70 



wo 01/25228 



146 



PCT/JPOO/06937 



N- [ (IR) -2- [ (3R) D D-3- [ (-y^ ^)VT ^ y) ^ -1. 2. 3. 4-7^ h ^ t 

ij > K-;i/-3— r;^>^^;^)-2-^^vx5^;^]-3- 

[l-(4-y';^^^^>^/'f ;i/)-4-tf^'j >>^-;i/]7'p/i>T5 K 



5 IR(KBr) : 3287, 2932, 1636, 1443, 1233. 743cm-l. 
MASS (FAB).ni/z 672. 2[(M+H)+] 

mmmii 

3- { 1- [4- iT't^ji'T ^ y ) ^ > v-r -4- 1!^ u >^ii;i/} -n- [ (i r) -2- [ (3r) - 
6-^Dn-3-C(i:^p^^;i/y5y);'^5^;H -1, 2, 3, 4-5=- h^t Hn-i-^^y U^;i^ 
10 l-i-ci-f >F-;i/-3— r;u^^;i/)-2-:t4^yx^;i/]ypA°>y5 K 



IR(KBr) : 3303. 2934. 1638. 1530. 849, 723ciii^l 

MASS (FAB).in/z 711. 2C(M+H)+] 

IISg^J72 

15 N-[(lR)-2-[ (3R)-6-iJ7DD-3-[(>?pt^;WT^/)^^;W -1. 2. 3, 4-7^ h ^ t 

F o -1 y IJ - -1 - (1 -< > H -;i/-3-i' -2-^ j^t^ vjlj-m -3- [i - 
(2-y > y-r -4- tf ^ u - ;w it'd ;t >t $ H 





H 




IR(KBr) : 3291. 2930. 1636. 1441. 743cin"l. 
20 MASS (FAB).iii/z 668. 3 [(M+H) +] 



wo 01/25228 



O 



147 



PCT/JPOO/06937 



mmmu 

N-[(lR)-2-[ (3R)-6-^PD-3-[(v?^^;i/T^y)p^^;l/]-l. 2. 3, 4-5^ h ^ t: 

Kn-i-^^y u^;u]-i-(i— r >K-;i'-3— r;i'^5^;u)-2-:t+vx5^;H-3-[i 
a-y)i':tu^>v-r )V) -4- tf ^ g -j-m y □ /n° > t ^ k 



IR(KBr) : 3304. 2934. 1632. 1456. 743cin"l. 
MASS (FAB) . m/z 672. 2 [ (M+H) +] 

3- [1 - (2-T-fe^;p^ > v-f -4- tr^ u -n- [ (ir) -2- [ (3R) -5-^:7 p □ 
10 3-[(>'^5=-;u7^/)^5^;H-i, 2. 3. 4-7^h^k kd-1-:^/ u-;i/]-i-(i-< 



15 ^»J75 

N-[(lR)-2-[ (3R)-6-^nD-3-[(>^^5^;PT^/)p^5^;W]-l. 2, 3. 4-^ h ^ t 
H p -1 y U - -1 - (1 — r > F -;U-3-l' )V:^=3^)V) -2-:t ^ V x^;H -3- 

[i-(3-t HD+v/-3-pc^;i':/i$'y-r;i/)-4-tf^'j>?x;i/]ypA->T^ H 





IR(KBr) : 3303. 2932. 1636. 1437. 1260. 743cm-l. 
MASS (FAB) . m/z 696. 2 [ (M+H) +] 




20 IR(KBr) : 3277. 2932. 1640. 1487. 743ciD~^. 
MASS (FAB), m/z 650. 3 [(M+H) +] 



wo 01/25228 



PCT/JPOO/06937 



148 



N-[(lR)-2-[ (3R)-6-i^DP-3-[(v^5^;Uy$y)^9^;U]-l. 2. 3. 4-5"h-^t 

H D-i / g - - 1- (1 -<> h'-ji-s— r -2-:t^ v x5=-;i^] -3- 



IR(KBr) : 3301. 2932, 1638. 1491. 1233. 745cm-l. 
MASS (FAB).m/z 686. 2[(M+H)+] 

N-[(lR)-2-[ (3R)-6-^PD-3-[(v^^;i'T^/)p^^;W-l. 2. 3. 4-7^h^t: 

10 hd-1-:^/ u-;v]-i-(i— r > k-;i/-3— r;^^5^;^)-2-:^^vx5^;^]-3- 



IR(KBr) : 3281. 2930. 1636, 1456. 743ciii"l 
MASS (FAB).ni/z 682. 2[(M+H)+] 

15 mmmis 

N-[(lR)-2-[ (3R)-6-^PP-3-[(>^^5^;l/T^y)^5^;H-l. 2. 3. 4-^ h ^ h: 

H p - 1 y ij w - 1 - ( 1 — r > H -;i/-3— r ;i/ ^ -2-:t ^ v j w -3- 
[i-[(2-^ h^s>>'n:x;WT-fe^;v]-4-tf^U>'x;nyp/i>Ta H 






20 IR(KBr) : 3281. 2938. 1638. 1491. 1246. 743cin~l. 
MASS (FAB).m/z 698. 3 [ (M+H) +] 



wo 01/25228 



o 



149 



PCT/JPOO/06937 



N- [(lR)-2-[(3R)-6-^7DD-3-[(vp^^;U75y)^5^;H -1. 2. 3. 4- 
4^yx^;u] -3- [1 - izy^ □^^v';i/:^;i/7i<-;u) -4- tf ^^'J 

5 /N*>7^K 



3-(4-tf^'JS^-;W)-N-[(lR)-2-[(3R)-6-^OD-3- [ii^^'f-JVT 

2. 3. 4-5^h^t: KP-i-^y U-;w-i-(i--r >H-;u 

-3 — r>'P^^;U)-2-:t^yx5^;i/]yn/^>75 F(180ing)<i: hUX5^;|/T 
10 ^ >(40mg)(^THF (6ml)^?^lC. D^4^+f->;^;i/>l^x;i^i^ P U H (58mg) 

mx^;u= i/i ~S^^x5^;i/~g^^x5^;p/Xi$' / -;i/=20/i) T^M b> ^jl-fb 
15 (I44mg) ^#^Btfe){!J^*,h bT#;to 

IR(KBr) : 3285, 2932. 1636, 1487. 1447, 741cin"l 
MASS (APCIMASS),in/z 660[(M+H)+]. 

20 N-[(lR)-2-[ (3R)-6-i7DO-3-[(>?^^;i'T^y)^5^;W]-l. 2, 3. 4-7^h^b 

HD-i-4^y Ux;i/]-i-(i— r >H-;p-3— r;i'^^;L')-2-:t^vx5^;i/]-3-[i- 
(2, 2-i/^^;uyDAV-r;i')-4-tf^U vx;i/]y°PA->T^ F 




N 
H 



0 



CI 




0 



H 



0 



IR(KBr) : 3287, 2932. 1634. 1487. 743cin"l. 



wo 01/25228 



150 



PCT/JPOO/06937 



MASS (FAB).in/z 634. 2 [ (M+H) +] 

2-[4-(3- [(lR)-2-[ (3R)-6-^no-3-[(>>'^5^;i/T^y)^^;i/]-l. 2. 3. 4-x 

5 T^y-3-:t^vyptf;w-i-e^u>^::i;H-i. i->^^5^;p-2-:t^vx5^;i/ 



IR(KBr) : 3275. 2934. 1576, 1437. 743cm-l. 
MASS (FAB),in/z 678. 3 [(M+H) +] 

10 

N-[(lR)-2-[(3R)-6-i:7DD-3-[(>?;<5^;i.T5y)^^;i/]-l, 2, 3. 4- 

T^F^t KP-i-^y u-^w-i-d-'T >H-;u-3 — r;up^^;i')-2-:t 
^vx5^;w] -3-[i- (:7iiixjU7.;1/7Jnx;u) -4-fcf^uy-;W:/a/i>T 



IR(KBr) : 2934. 1645. 1489. 1339. 1167. 741. 579 cvT^ 
^M^J83 

N- [(IR) -2- [(3R) -6-^Dn-3- [(i^ ^^JV7 ^ y) -\, 2. 3. 4- 

7^F^bHP-l-=^^/ Ux;W-i-(i — r>H-;P-3 — (Jl:^^JU)-2-^ 
20 ^'JJL^M -3-[i- (y ji=L)vy-\z^)V) -4-fcf^u>?x;i/]ynA>75 




15 




wo 01/25228 



O 



151 



PCT/JPOO/06937 



CI 




IR(KBr) : 3272. 2934. 1634. 1487. 1456. 1271. 1233. 741 cm 



rl 



5 N-[(lR)-2-[(3R)-6-^j7Dn-3-[(>^p^^;UT^y)p^^;U]-l. 2. 3.4- 

■T- t Fo-i-^y U— ;W -1- (i--r > H-;p-3--r;u;<5^;w -2-:^ 
^VJL^M -3- (1 — ryy^u;u-4- tf'-^u yD/t>T^ h 



IR(KBr) : 3282. 2932. 1640. 1487, 743 cm"' 

10 mmmss 

N-[(lR)-2-[(3R)-6-i7no-3 - [(v^^^jUTS ;<^;U] -1. 2. 3. 4- 

5^h^t HP-i-=^ry U:nji.]-i-(i-<>H-;i.-3--i';p^5^;i/)-2-:r 
^yx5";i/] -3- (i-yntf^-;w-4-tr^'Ji^:^;U) >'°p/t>T^ H 




wo 01/25228 





PCT/JPOO/06937 




0^ 



IR(KBr) : 3279.2936. 1634. 1487. 1233. 743 Cffl-^ 

3- (l-T-fe5^;U-4-e^U>^:i;U) -N-[(lR)-2-[(3R)-6-^DD-3 

5 -[(>'^5";PT5y)^5^;W-i. 2, 3. 4-7^h^h HD-i-=^y U-;i.]-i- 
(i--r >h-;L'-3 — r;i/pt^;u)-2-:t^yx5^;wyD/i>r^ f 



IR(KBr) : 3268. 2934. 1634. 1487, 1456. 1271. 1235. 743 Cffl-l 

10 3- (1 -^>>^;W-4- fcf^'J -N- [(IR) -2- [(3R) -6-^7 □ d-3- 

C(v^5^;UT^y)p<.5^;U]-l. 2. 3. 4-^h^t: Ha-l-^y U:^;U]-l-(l 



3- (4- tf^U -N- [(IR) -2- [(3R) -6-^ D □ -3- [(>^p^5^;i/T 

15 2. 3. 4-7^h^fc Ho-i-^y U-;u]-i-(i--r >H-;u 

-3 — r;i'>^5^;W-2-^=^yx5^;i/]:^PA>T^ H(i93rag)(Dx^y— 





0 



wo 01/25228 



O 



o 



PCT/JPOO/06937 



>/mmj^^)v= 1/1 ~g^^x^;i.) mm<t^^ (i osmg) 

IR(KBr) : 3299. 2934, 1487, 741cin"l 
MASS (APCIMASS). m/z 640[(M+H)+]. 

3- [1- (2-^ □ D^>i/;U) -4- tf^'J >?z:;H -N- [(IR) -2- [(3R) -6- 

^un-z-l(s^^^jlTS.y)^^M-i. 2. 3, 4-^ h^k HP-i-4^y U 
x;H-i- (i--r > H— ;u-3 — r;Up^5^;i/) -2-^^yx^;i/]^n/^>T$ 



H 6 

IR(KBr) : 3289, 2932, 1636, 1487, 743ciii~l. 
MASS (APCIMASS). m/z 674[(M+H)+]. 

20 N-[(lR)-2-[(3R)-6-^PP-3-[(vp^^;PT^y)p^^;H-l. 2. 3. 4- 
5^h^h:Fn-l-^y U -1 - (1 --f > H-;U-3 — ()l^^)l)-2-::t 
=t^y x^;i/] -3 - [1 - (2-yjl^u^>iy)i) - 4- fcf^u >?x;u] yo/N'>z 





wo 01/25228 
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IR(KBr) : 3302. 2924. 1636. 1487, 758. 743cm-J. 
MASS (APCIMASS).in/z 658[(M+H)+]. 

N-[(lR)-2-[(3R)-6-i^DO-3-[(i^pt5^;i/T^y)>5^;i/]-l. 2. 3. 4- 

5 T^h^t Hp-i-^y u:=i;u]-i-(i— r >H— ;^-3--r;^>5^;^)-2-;^- 
^=^vx5^;^] -3- [1 - [2 - ( h U y}V^U:^'5^)V)^>=J)V\ -4- t!^'J 



H 6 

IR(KBr) : 3301. 2926. 1634. 1487. 1314. 1121. 772. 743cm-l 
10 MASS (APCIMASS),m/z 708[(M+H)+]. 

N-[(lR)-2-[(3R)-6-^OD-3-[(>^;'^^;UT5y)^5^;U]-l. 2. 3. 4- 

T^h^fc: Ho-i-^y >j— ;u]-i-(i--i' >F-;^-3--^;^;>^^;^)-2-:t 
^^yx5^;^] -3-[i- (2-^ h:^->^>i/;W -4-tf^u>^n;u] zfuny 
15 Ta H ' 



IR(KBr) : 3293. 2934. 1632. 1489. 1240. 1100. 741 cm'^ 

N- [(IR) -2- [(3R) -6- ^ D D-3- C(>^^^JW75 7 ) -1. 2, 3. 4- 

20 T^h^t: hd-1-4^/ u-;u]-i-(i--r >H-;i/-3--r;u>.5";u)-2-:t 
:^yx5^;i/] -3-[i- (3-^ h=^v^>i^;i/) -4-hf^u >^x;u] yp/t> 





wo 01/25228 



O 



155 
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7^ K 




0>. 



IR(KBr) : 3301, 2922. 2768. 1632. 1487. 1456. 1265. 743 cm"* 
5 N-[(lR)-2-[(3R)-6-i:7 0 0-3-[(v;<5";i/T^y)^5^;i/]-l. 2, 3. 4- 

T^h^t KD-i-^y un;i/]-i-(i--r>K-;u-3--i';i/p^^;u)-2-:r 
+yx^;i/] -3-[i- (i-^/^h^zy^y-yjl) -4- tf^u>fn;i/] 7'n/\°> 




10 IR(KBr) : 3289, 2926, 2768, 1634, 1512, 1487, 1456, 1246, 1179, 1101, 

1038, 822, 741 cm"l 
*»J94 

N- [ ( 1 R) -2- [ (3R) -6- ^7 D P -3- [ ^ T 5 y ) ^ - 1 . 2. 3. 4-7^ h b 

a-1 y u -1 - (1 -<> K -;p-3-< -2-:^4^ y x^;i'] -3- [i - 

15 (2-y5^;p^>>^;i')-4-tf'^u>'— ;H7'nA>T5 H 



wo 01/25228 
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CI 



TOO' 




IR(KBr) : 3291. 2922, 1632. 1487. 743cm"l. 
MASS (FAB).in/z 654. 3[(M+H)+] 

N- [ (1 R) -2- [ (3R) -6- i7 n □ -3- [ (v' > 5^;i/T ^ y ) ^ 5^; W - 1 , 2. 3. 4-7^ h ^ t K 

n-i-^y u -1- (1— r > H -;i/-3--r ;i/y -2-::r4^ y x^;w -3- [1- 

(3- tf U ^ 5=-; V) -4- tf ^ U z^^M ^ D /I > 7 ^ H 



CI 




IR(KBr) : 3270. 2932. 1638. 1487. 743cm~^ 

10 MASS (FAB), m/z 641. 2[(M+H)+] 

N- [ (1 S) -2- [ (3R, S) D D-3- [ (v' ^ ^)V7 5 y ) ^ -1. 2. 3. 4-^ h ^ fc 

H □ - 1 y U - _i _ (1 > H -;i/-3— r -2-rr^ y x^; w -4- (2- 

15 ^^y-2. 3->^t KD-iH-^>x-r 5^y-;u-i— r;i')-i-tf^u>^>:^;u^^ 




H 1 



IR(KBr) : 3248. 2938. 1696. 1460. 1373. 741cin-l. 



wo 01/25228 



o 



157 
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MASS (FAB).in/z 654. 2 [(M+H)+] 

4-^ > v;U-N- [ (IR) -2- [ (3R) -6-^7 p p-3- i(i^^^)\yT ^ / ) ^ ^^Jl] - 
1. 2. 3, 4-T-h^t: HD-l-^y U:^;W-i-(i-i' > H— ;p-3-f ;i'^^;i/)-2-:*- 
5 ^vx^;i/]-i-hr^^>?>:^;i/7t^^=^+hS H 



IR(KBr) : 3268, 2938. 1632. 1487. 1233. 741cin-l. 
MASS (FAB) . m/z 6 1 3. 3 [ (M+H) +] 

10 N-[(lR)-2-[ (3R)-6-i7Pn-3-[(>^p^^>>l^y^y)pt5^;i/]-l, 2. 3. 4-7=- h^t 

H o - 1 yj - 1 - (1 — r > K - Jiz-s-'T ^ -2-^^-^ v x^;i/] -4- -7 

xzi;i/-i-hf^U>?>:^/;i/4^^^-!t^ K 



IR(KBr) : 2934. 1630. 1487. 1229. 743cm~^. 
15 MASS (FAB), m/z 598. 2 [(M+H) +] 

4-^ > V-X ;i/-N- [ ( 1 R) -2- [ (3R) -6- p D -3- [ ( 7 ^ / ) ;^ 5^; W - 
1. 2. 3. 4-7"h^t: Hn-l-^y U ii;H-l-(l-l' > H— ;i/-3— r ;i/^5^;W-2-:t- 
^yx^;U]-i-tf^U5:^>:t/;pj}^4^-t)-^ H 



ci 





wo 01/25228 



158 
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IR(KBr) : 3254. 2946, 1636. 1487. 1209. 743cin-l. 
MASS (FAB).m/z 626. 3[(M+H)+] 

5 N-[(lR)-2-[ (3R)-6-i^PP-3-[(>fp<^;PT^y)^5^;i/]-l. 2. 3. 4-5^h^t 
H / U -1- (1— r > K-;P-3— r )l:<^JU)-2-:t=¥VJi^)\^'\ -4- (4- 

^□□:7jc-;w-4-t HP^'>-i-fcf^Ui/>;^;i/5}^^-t>-a K 



IR(KBr) : 3303. 2942. 1624. 1487. 743cin"^ 
10 MASS (FAB).in/z 648. 2 [ (M+H) +] 
^Jfe^^JlOl 

N-[(lR)-2-[(3R)-6-^^PP-3-[(>'^5^;PT^y)^^;H-l. 2. 3. 4- 
^h^h HP-l-^y V=.M-l-(l — r>H-;i/-3 — r;l/7^5^>'P)-2-:^ 

^yx5^;i/] -4-:7ai-;i/-i-tr^^>5>;^7;i//I^:^-tf5 H 




ci 



wo 01/25228 PCT/JPOO/06937 

159 




IR(KBr) : 3279. 2820, 1634. 1489. 1231. 743 cm'^ 

mmmm 

4- ^ >y-r ;U-N- [ (IR) - 2 - [ (3R) - 6- □ □ - 3 - [ (v?^ 5^;l/T ^ y ) ^ 5^ 
2. 3. 4-7^ h -7 1 KD-l-^y JW-l-O-OH— ;w-3-'i';i^ 




IR(KBr) : 3274. 2971, 2934. 1634. 1487, 1435, 1256. 1009. 743. 710 cm~l 

10 mmmm 

i-^>y-r;i^-N-[(is)-2-[(3R. s) - 5-i7 0D-3-[(v'^5^;uT5y);'^^;W- 

1. 2. 3, 4-7^h^t: Ho-l-^y ^)ZL)V]-\-{\-^y\^—)V-Z-^)V^'^)V)-2-:t 
4^yx5^;H-4-fc:^US^>;?j;i/4^4^1t^ H 

H 



0 



wo 01/25228 
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IR(KBr) : 3299, 2944, 1636. 1458. 743cni~^ 
MASS (FAB)..in/z 626. 2 [(M+H) +] 

3- (1 > y-f ;i^-4- 1!^ U V - -N- [ ( 1 S) -2- [ (3R. S) -5- ^ □ □ -3- [ ( i:? ^ ^ 

3-<;u^5^;i/)-2-;f^yx5^;p]7'P/t>T^ F 



IR(KBr) : 3272. 2928. 1636. 1458. 1281. 741cin-l. 
MASS (FAB).m/z 654. 3 [(M+H)+] 
10 I^WJIOS 

N-[(lR)-2-[(3R)-6-i^PP-3-[(>'p^^;i/T^y)^^;|/]-l. 2. 3. 4- 

T^h^t FD-i-^y •j-;u]-i-(i — r >K-;i/-3 — r;u^5^;w-2-pf 
4^yx5^;p] -3-[i- (2-t: h*P^>'^>y'r;i') -4-if^U>'x;i.] >^p 



T±:^Ji^-*)r\j^)Vm (137mg) <7)7-fe hx h U;i/it?K (ISml) tCHOBt (142Big 
) » N-[(lR)-2-[(3R)-6-^PP-3-[(>'pt^;i'y^y)>5";P]-I.2, 3.4 





wo 01/25228 



o 



o 
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161 



-5^h^b + y U:::;H-1-(1 — r>K-;i'-3 — (}V:<^JV)-2- 

:r4^yx5^;|/] -3- (4- fcf^U :7'P/1>T^ K (400 mg) *5ctafWSC 

(i77mg) ^m^fco Kft^m^Mi^ximfmmww:. 7K^mpixmmx.^ji^x'm 

5 ^m'^. mmi^Tz. m-^o^^ y—ji (2mi) i5j:zsmmx.^jv ami) 
mmizmmmt)^)^A7i^mm (2mi) ^m^ism^mwLfzo ^jt-miZTK^m 

=4/1) x-mmL. mmi.rzi¥^B^m^^i?Exmf^vmm<t^m (i34mg) 

10 Tzo 

IR(KBr) : 3263. 2934. 1632. 1487. 1454. 743 cm"* 

&sr(Dmmmm--\onzmm(Di\:^mtmmmiiimmizi.x-^f^i^rzo 

N-[(lR)-2-(5-(Tii5^;i'T^ y)-3-[(>?;^5^;i'7'^ y) 2. 3. 4-^ h 

15 HD-i-^y u-;i/)-i-(i-i'>K— ;i/-3— r;^^5^;^)-2-:t^vx5^;l/]- 




F 



IR(KBr) : 3299. 2934. 1686. 1458. 1204. 1175. 1144. 745cin 
MASS (APCIMASS).in/z 641 [(M+H)+]. 



wo 01/25228 



162 
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N-[(lR)-2-(5-(7-fe^;i-T^/)-3-[(v^5^;i'T$y)>^^;W-l. 2, 3. 




IR(KBr) : 3272. 2930, 1634. 1456. 1283. 741. 710cm-l. 
MASS (APCIMASS),iii/z 677 C(M+H)+]. 

mmmm 

N-[(lR)-2-(5-(T-k^;i/7 5 /)-3-[(>^^^;i/T5 y ) 2, 3, h 

10 Fa-1-4^/ ;^)-l-(l-1'>F-;^-3-1';^p^5^;^)-2-^^vx^;^]- 
4_tf/^^^sx>:^7;^;i^^^+h^ F 




IR(KBr) : 3291. 2934. 1647. 1458. 1202. 1177. 745. 613cid-1. 
15 MASS (APCIMASS).in/z 545 [(M+H)+]. 



wo 01/25228 



o 



163 
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N-[(lR)-2-(5-(T-fe5^;i/y5y)-3-[(>^^5^;UT^/)^5^;l/]-l. 2, 3. 4-T-h 

^ t: Ho-i-4^y u > K-JU-s— r;^^5^;^)-2-:^-=^vx5^;^]- 




IR(KBr) : 3289. 2944, 1636, 1456, 1283, 789. 743, 710cm"l. 
MASS (APCIMASS), m/z 649 [(M+H)+]. 

10 ^:ifg^jiio 

N- C (1 R) -2- (5- (y -t ^ y ) -3- [ (>?^ 5^;i/T ^ / ) -i . 2. 3. 4-7" N 

4-(2-:^4^V-2. 3->^k H D-lH-'^>X-r ^ ^ V— JWl— fJW-l-t:^ U 



I 




PCT/JPOO/06937 



IR(KBr) : 3300, 2944. 14634. 1456. 1233. 995. 743. 694cin'l 
MASS (APCIMASS).in/z 622 [(M+H)+]. 

5 N-[(lR)-2-(5-(7ir5^;PTay)-3-[(v7^^;U75y)^^;i/]-l. 2. 3. A-^h 

^ h K n - 1 -4^ y ij - ; w - 1 - (i — r > H -;i/-3— r -2-:t ^ v x5^; w - 

4-7x:::i;U-l-lf^^>^>;^f;W2}^4^t»-^ H 




IR(KBr) : 3260, 2940. 1694. 1372. 1246, 741cin"l. 



wo 01/25228 



165 
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MASS (APCIMASS). m/z 677 [(M+H)+]. 

112-150 izt^mcDit^mtmmm i tmmizvT^f^.i'r^o 

mmm 1 1 2 

N- [ (IR) -2- ( (3R) -6-^ n n-3- [ (i^^^JlT ^ 7 ) ^ -1, 2, 3, 4-7^ h ^ t H 

5 n-1-:^/ u -;i/)-i-(i— r > K-;u-3-r;i'^5^;i')-2-;^-^ry x5^;u]-2-[[i-( 
h U :7;i/:tnT-lr5^;P)-4-t!'^'J>^:i;i']:^=^->]7'-ti$'T^ K 



IR(KBr) : 3310. 2941. 1680. 1180. 1140. 1103. 745 cm-^. 

MASS (FAB), m/z 654[(M+H)+]. 
10 ^M^JllS 

N- [[4- [[[(IR) -2- [(3R) PD-3- [(':x^5^;|/T^ y) ^5";H - 
1. 2. 3. 4-7^h^k KD-i-4^y ij-;H-i-(i — (>\^—jv-3-^ Jl^^ 



IR(KBr) : 3304. 2928. 1640. 1487. 743. cm"*. 
MASS (FAB), m/z 654[(M+H)+]. 
114 

1 > Jl-H- [ (1 R) -2- [ (3R) -6- P □ -3- (1 - tf D 'J - ;P ^ - 

20 1, 2. 3. 4-T-h^b KD-i-^y Un;i/]-i-(iH-'i'>K-;i'-3— j';i'^5^;W-2-::r 




15 




wo 01/25228 
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IR(KBr) : 3291. 2926. 1628. 1437, 741 cm-^ 
MASS (FAB) . m/z 652. 2 [ (M+H) +] 

5 mmmw^ 

3- (1 > hf ^ U ;U) -N- [ ( 1 R) -2- ( (3R) -6- P P -3- (1 - 1! o U 

2, 3, HP-l-=t^y U:::;W-l-(lH-f>F— ;i'-3-r;i/ 



10 IR(KBr) : 3293. 2926. 1632. 1445. 741 cm'K 
MASS (FAB) . m/z 692. 9 [ (M+H) +] 

N-[(lR)-2-((3R)-6-^ P P-3-[(v^5^;i/y 5 7) pt^;i/]-3. 4- h H P- 

i(2H)-4^y Un;i/)-i-(iH-i' > H-;u-3-i';p^^;i.)-2-:^^yx5^;i/]-i- 
15 [ (5- 7 □ -1 - >t ^jv-m-^ > K -;w-2— r ;p) ;p3l^x;i/] -4- tf ^ u > ;^ 





PCT/JPOO/06937 



IR(KBr) : 3304, 2942, 1628, 1192. 743 cwT^. 
MASS (FAB),m/z [(M+H)+] 

i^j.y<Dmmm 117-123 {z%^m.(Dit'^mitmmm s tmm\zi>x^m.i.r:io 
5 mmwnn 

N- [ (1 R) -2- [ (3R) -6-^ D D-3- [ (i^ J ) ^ ^;P3 -1.2,3. 4-5^ h ^ t H 

D-i-^y U:^;H-i-(iH— r > H-;i^-3-'r ;i/^5^;i')-2-^:^^y x5^jH-i- 
(2, s-v't HD-1— r >-x>-2— r ji/:t^;W3K-;p)-4-tf^«j vytiy\/if^^^.^ y 




10 IR(KBr) : 2923, 1629, 1487, 1 204. ' 742. cm"^ 

N- [ (IR) -2- [ (3R) -6-^ D n-3- [ {.^J:^^)V7^ J ) ^ -1 , 2, 3. 4-7" h ^ b H 

p -1-^y U -1- (iH-'i' > H-;i/-3-i' -2-:f ^ y x9^;i/] -i- (3- 



wo 01/25228 
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IR(KBr) : 2923. 1624. 1488. 1092. 952. 743. cm"'.. 

N-[(lR)-2-[(3R)-6-i7 □ D-3-[(i^^^;i<T ^ y) 2. 3, 4-5^ h ^ b H 

5 D-i-^y uii;W-i-(iH-f >H— ;i/-3-i' ;^;^^;^)-2-:t^yx^;^]-l-(l- 




IR(KBr) : 3279. 1631. 1597. 1434. 1193. 1098. 745. cin"^ 

10 N-[(lR)-2-[(3R)-6-^DP-3-[(>^^5^;l/T5 y)p<5^;U]-1.2,3.4-7"h^ t H 
□-1-=^ yj -1- (IH-f > H )V:^^}V) -2-^^ V X^;i/] -1- ( 



wo 01/25228 



o 



o 
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N 



IR(KBr) : 3274. 2932, 1634. 1488. 1099, 741.cm~l. 

N- [ (IR) -2- [ (3R) D D -3- [ ( V? ^ 7 ^ y ) ^ -1 . 2, 3, 4-5^ h ^ t H 

5 u:r.ju]-i-(iH— r >H-;i'-3— r;^p^5^;^)-2-:^-^vx5^;^]-l-[(l- 



10 N-[(lR)-2-((3R)-6-^DP-3-[(i^;^5";l/75 y)>'5^;i/] -1.2, 3,4-7" h^t F 

o-i -4^ / u -1- (1 -< > H-;w3--r -2-:^-^ V x5^;i/3 -4- [ (i - 




IR(KBr) : 3294, 2933. 1636, 1488. 1231, 1097, 744. cm 



mm 122 



wo 01/25228 
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IR(KBr) : 3283. 2938, 1628. 1250. 747cm-l. 
MASS (FAB).iii/z 666. 4[(M+H)+] 
123 

5 N-[(lR)-2-((3R)-6-^DD-3-[(i^p^5^;U7ay)^^;i/]-l. 2. 3. 4-^ h ^ h F 



^5^;i^-i-<>H— ;i^-2--r;W;<7;U7j^-;W-i-tf^^>?>;^7;P7i^4^it5 H 



IR(KBr) : 3293. 2938. 1628. 1227. 1007. 741cin-l. 
10 MASS (FAB).in/z 680. 4[(M+H)+] 

2- { [1 - (2- P P ^ > ;0 -4- fc! ^ U v'-; W 4^ '>} -N- [ ( 1 R) -2- ( (3R) -6- ^ 

pp-3-[(>^;^5^;i'T^y)^^;W-i, 2. 3. 4-5^h^h Fn-i-^y U-;u)-i- 



p-i-^y un;i/)-i-(i— r > F— ;W3-<;i'^^;i/)-2-::t^vx^;W-4-[(i- 




wo 01/25228 PCT/JPOO/06937 

^■"'^ 171 




N-[(lR)-2-((3R)-6-^np-3-[(>>"^5^;i-T5y)^5^;i/]-l, 2, 3. 4-5^ h ^ t 

Hn-i-=t^y U:n;i.)-i-(i-< > F-;u-3— T ;^p^5^;^)-2-:^-^yx^;l/]-2-(4- 
lf i^— ;i/^+>') T-fe^7^ H (SOOmg) (Dr-thzLh^J)]^ilOml)mmiZ. p 
5 -i^PPS^SS^(lOOmg), WSC(120mg), HOBt (lOOmg) SrJP;^. ^tfiTieNfrB^it 

^ A ^ n T h ^ ^ :7 ^ - (Sr^r^JS ; g^mx5^;i'/^^lJ- >= 1/1 ~i^mx5^;u 
-;U=20/1) T'#f M mm<t^^ (21 Omg) LT#;^o 
10 IR(KBr) : 3291. 2940. 1653. 1001, 743cm-l 
MASS (FAB).m/z 690. 2 [(M+H)+] 

&.T(DmmM 125- miz$^m.(Dit^mtmmm\2^ t mm\z vx^^ l- rc<, 
mmm 125 

N-[(lR)-2-((3R)-6-^OP-3-[(>'^5^;i/7^y)p^^;i/] -1. 2. 3. 4-7=-h^fc 

15 Fp-i-+y 'jx;i/)-i-(i-i'>H-;p-3— r;^^^;^)-2-^=^^yx^;^]-2- 
[ [1 - (2-^ > -4- If ^ u >^x;u] ->] 7 -fe ^s^ ^ ^ 




IR(KBr) : 3275. 1638. 1096, 743cin"l. 



wo 01/2S228 



172 
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MASS (FAB).in/z 670. 3 [ (M+H) +] 

N-[(lR)-2-((3R)-6-^no-3-[(>?pC5^;U7^y)^5^;i/]l. 2. 3. 4-^ h ^ t F 

□-1 -4^ y u -1 - (1 --r > H -jv-z-^ -2-^^ v x.^)V\ -2- [ [1 - 



H 



IR(KBr) : 3291. 2942, 1640. 1100. 743cin"l. 
MASS (FAB).in/z 674. 2[(M+H)+] 
127 

10 N-[(lR)-2-((3R)-6-^^DD-3-C(>'^5^;i/T5/)p^5^;Wl. 2. 3, 4-5^ h ^ t: K 

D-1-^ y u zL)V) -1 - (1 --1- > H-;i.-3--r -2-^^ y x5^;n -2- [ [1- 

:-^0 

" ^0 




6 



0 



IR(KBr) : 3289. 2928. 1638, 1437. 1100. 743 cjn"^. 
1 5 MASS (FAB) . m/z 670. 2 [ (M+H) +] 
mm<\ 128 

N-[(lR)-2-((3R)-6-^DD-3-[(-:/^5^;UT$ y)^5^;U]l, 2. 3. 4-7^ t F 

p-1-^ y u - 1 - (1 — r > F-^i^-s-r -2-:^^ y x5^;i/] -2- c [1 - ( 



wo 01/25228 



O 



173 
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IR(KBr) : 3291. 2942. 1638. 1437. IIOI. 743cni-^. 

MASS (FAB),in/z 670. 2[(M+H)+] 

mmm m 

N-[(lR)-2-[(3R)-6-i7DP-3-[(>f^^;i/TSy);<^;l']-l. 2. 3. 4- 
■xh^b KP-l-=^ry U-;H-1-(1 — O JU^^JV) -2-^ 

^yx^;i/] -4-(4->';i/:rp^>y-f;i/)-i-h:^Ui/>;^;i/4^^-y-^ F 



IR(KBr) : 3275. 2944. 1636. 1487. 1231. 968. 743. cm" 1. 
MASS (FAB), m/z 644[(M+H)+]. 

mmm m 

4-(4-^PP^>V-r;i/)-N-[(lR)-2-[(3 R)-6-i7pp-3-[($^^5^ 

15 )V7^y)^^M-\. 2. 3. 4-7^N^t HP-i-^y •>in;u]-i-(i — r>H 
-;i/-3--r -2-:t^vx5^;i/] -1 - tr^u z^>ti)V-!i^^^^ f 



10 




wo 01/25228 




• 



PCT/JPOO/06937 



174 




CI 



IR(KBr) : 3270. 2944. 1636. 1287. 1092. 968. 741. cm"'. 
MASS (FAB).in/z 66D[(M+H)+]. 

mmm m 

5 N-[(lR)-2-[(3 R)-6-i7DD-3-[(v?^^;i/T^/)^5^;i/]-l. 2. 3. 4- 
7^h^bHP-l-^y U::i;i/]-l-(l — T > H-;P-3--i';i/p^5^;U) -2-^ 
^yx^jj/] -4-(2-:7;i/:rp^>>^'J^»-l-hf^U v?>;^;i/jj^4^i:}-^ 
K 



10 IR(KBr) : 3274. 2940. 1485. 1229. 756, 743. cm-^. 
MASS (FAB),in/z 628[(M+H)+]. 
132 

4- [(^>vJU:t^>') -N- [(IR) -2- [(3 R) -6-^^ P P-3- 

^;i/Tay)^^;i/]-i. 2. 3. 4-7^N^t Kp-i-^py U-;w-i-(i— r> 

15 \^—JV-3-^)V^^JV)-2-vi-^'JX.^)ll-\-\d:^Oi^>tlJV:^^-^^ K 




wo 01/25228 



O 
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IR(KBr) : 3274. 2938, 1632. 1487. 1100. 741. cin~l. 

MASS (FAB).in/z 642[(M+H)+]. 

5 4-^>i/U7^>-N-[(lR)-2-[(3 R)-6-^DD-3-[(S^^5";i/Tay) 

^5^;H-i. 2. 3. 4-5^h^t: KD-i-=^y u-;i']-i-(i--r>H— ;i/-3- 



IR(KBr) : 3274, 2940, 1632. 1487. 1229. 741. Cffl-l. 
10 MASS (FAB).id/z 610[(M+H)+]. 
134 

4-^ > >?;i/-N- [ ( I R) -2- ( (3R) -6-^ao-3-[(v^^;i'T5y)^^;W- 

i. 2. 3, 4-^h^t FD-i-^y ')-)i)-\-{\-^y\^—)V-'i-^)V^'^)V)-i--t 
:^yx5^;p]-i-fcf^U>^>;^;U7j^+xy^ K 




wo 01/25228 
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IR(KBr) : 3268. 2928. 1628. 1485. 1233. 741cin"l. 
MASS (FAB) . m/z 6 1 2. 3 [ (M+H) +] 

mmm 135 

5 N-[aR)-2-((3R)-6-;i7DO-3-[(>?^5^;|/7'5/)>C^;i/]-l. 2. 3. 4-7^h^b H 

u-i-^y u -;i/)-i-(i— r > H— ;i--3-i';p^5^;w-2-^4^vx^;i/]-4-(4-^ 



136 

N- [ (IR) -2- ( (3R) -6-^7 D P-3- [ (v' ^ ^^^l/T ^ / ) >^ -1. 2. 3. 4-5^ K ^ t K 

n-i-4^y U:::;W-i-(i-'i'>K-;i^-3-'f ;u^^;W-2-:^^yx^;u]-4- (2- 




IR(KBr) : 3256. 2913. 1624. 1508. 1244. 743cm"l. 
10 MASS (FAB) , m/z 642. 2 [ (M+H) +] 



wo 01/25228 
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F 



IR(KBr) : 1638. 1491, 1229, 741 cin"^. 
MASS (FAB) . m/z 630. 3 [ (M+H) +] 

5 N-[(lR)-2-((3R)-6-i^oO-3-(l-tfD U 2. 3. 4-5=- h ^ t: K O 

-1 - (1 — r > H -;i/-3-r -2-^=^^ v jl^ju] -a-vzi^- 



IR(KBr) : 3268, 2911. 1630, 1485. 1231. 743cin"l. 
1 0 MASS (FAB) , m/z 625. 2 [ (M+H) +] 
138 

4-^>i^;i/-N-[(lR)-2-[ (3R)-6-^OP-3-(l-tfnUi^n;P>^^;i')-l. 2, 3. 4- 

5^ h ^ t H □ -1 y u - 1 - ( 1 — r > H -2-:t ^ y x.^ 




wo 01/25228 
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178 



10 




IR(KBr) : 3285, 2928, .2801, 1630, 1485, 999, 741 cm"!. 
MASS (FAB),in/z 639. 2[(M+H)+] 

N-[(1R) -2- ((3R)-6-^ P n-3-(l-t!P U >^n;Vp^5^;W-l, 2, 3, 4-7^ h ^ t H □ 

y u -1 - (1— r > F -;i/-3-< 5^;^ -2-^^ v x^;n -4- (2-;*-^ 
y-2,3-v^t HP-iH-^>x-r^^v-;i/-i— r;p)-i-hf^u>^>:t>;ujt^4^-y-^ 




15 



IR(KBr) : 3247. 2930, 1692. 1483. 739cin-l. 
MASS (FAB).in/z 680. 2 C(M+H)+] 

N- [ (IR) -2- [ (3R) -6-^ P P-3- [ iz^^^)l7 a / ) ^ -1 . 2. 3, 4-7^ h ^ k H 

p-i-=^y u -;n-i-(iH— r > H-;u-3— r;^^5^;^)-2-::^•^yx5^;^]-4-(4- 
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N 
H 



O 




IR(KBr) : 3316. 2942, 1634. 1258. 968. 743cin-l. 
MASS (FAB),ib/z656.3 [(M+H)+] 

5 N-[(lR)-2-[(3R)-6-^ na-5-\.ii^ ^^)IT ^ y) ^^M-l. 2. 3, 4-7^ h ^ t K 

n-i-^^rj 'j-;i']-i-(iH— r > K-;i^-3— r;^^^J^)-2-:t=^^yx5^;^]-4- 
(3,4-v^ h^'>^>V'<M-\-h:^^Jz^>ti)U-^=^'^^ H 



IR(KBr) : 3310. 2938, 1632, 1514, 1265. 1161, 1022. 743cin-'. 
10 MASS (FAB),ni/z686.3 [(M+H)+] 

mmm 142 

N-[(lR)-2-[(3R)-6-i^ □P-3-[(>5^5';i^7 5 y) ;<^JP3-1, 2, 3, 4-7" h ^ t; K 
/5^;L'-l--r >H-;i/-2-<;W;^3;l//J^-;P]-l-lf^Uf/>;^;U7K^+l-^ F 




wo 01/25228 
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CI 




N 
H 



O 



O 




IRCKBr) : 3293, 2944. 1632, 1485, 1184, 968, 741cm"^ 
MASS (FAB),m/z679.3 [(M+H)+] 

5 N-[(lR)-2-[(3R)-6-iJ7DD-3-[(vp<.^;i/75 y)p<5^;i/]-1.2.3.4-T-h^t: H . 

y u -1- (iH->r > H -;i/-3-r -2-:^^ y x^jw -4- (4- 

^^DD:7xy^i»-l-t!^u>'>;^J;^^^?^■^^$ h* 



IR(KBr) : 3274. 2942, 1632, 1487, 1235. 826, 743.cm"l. 
10 IIWJ144 

N- [ (IR) -2- [ (3R) -6-ii7 D D-3- [ (>?;»t ^;i/7 S y ) ^ -1 . 2. 3, 4-5^ h ^ k F 

D-i-=^ y u n;w -i - (iH— r > K-;i/-3--r -2-:t ^ v x^";!/] -4- (4- 
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O 
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•a 



OMe 



IR(KBr) : 3274. 2944, 1632, 1505, 1227, 1038, 824, 745.cm~l. 
145-1 

N- [ (IR) -2- [ (3R) -6-i7 D D-3- [ (z^^^Jl^T^J ) -1 . 2. 3, 4-5^ h ^ t H 

5 P-i-^^y 'Jn;i']-i-(iH— r>H-;^-3-1';^^^;^)-2-:^-^vx5^;^]-4-(4- 
->T y 7 a: y -1- 1?^ ij >5>;^3;U3jf K 



IR(KBr) : 3306, 2944, 2222, 1634, 1505, 1254. 1034, 835, 743.cin-l. 

mmm 145-2 

10 N-[(lR)-2-[(3R)-6-i7 P P-3-[(>f^^;|/T^ y) ^5^;l'3-l. 2. 3,4-7^ h ^ t K 

p-i -4^ / u -1- (iH-f > K- Ji/-3--r -i-^^^^j x^;p] -4-:7 31 




wo 01/25228 
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CI 




IR(KBr) : 3275. 2942, 1632, 1487. 1229, 1042. 743. 693. cm"'. 

II»!)U6 

N- [ (IR) -2- [(3R) -6-^ D P-3- [ ( v?pt ^jPT 5 ^ ) ^ -1 . 2, 3, 4-5^ h ^ t K 

5 p-i-^y U3i;H-i-(iH— r > H-;u-3-i';i/;>t5';i')-2-:^^yx5^;u]-4-(4- 



IRCKBr) : 3295, 2942, 1632. 1503. 1206. 828, 762.cm-l. 

mmm 147 

10 N-[(lR)-2-[(3R)-6-i^bP-3-[(>5;>^5^;l/T5 y)p^5^;H-l,2.3,4-7"t-^h H 

p-i-4^y Uzi;i/]-i-(iH— r > K-;i^-3-i';u;<5^;i/)-2-pt-=^^yx5^;p]-4-[(4- 
:7;u;^-p:7:cx;i/)^::^-]-i-tf^'j>?>;^7;i'j}^4^i^$ H 




a 



wo 01/25228 
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IR(KBr) : 3277. 2971, 1632, 1487, 1233, 833, lAZcrsTK 
MASS (FAB).in/z648. 2 [(M+H)+] 

5 N- [ (IR) -2- [ (3R) -6-1^ U U-3- [ (i^^^JlT $ / ) ^ -1 . 2, 3, 4-r- h ^ t H 

u-i-^y ij - ;H -1- (iH-< > H -;i/-3— r -2-:t^'j x5^;H -4- [ (4- 



IR(KBr) : 3293, 2936, 1630, 1489, 1230. 1144, 839. 743cm~^ 
10 MASS (FAB),Di/z680. 2 [(M+H)+] 



N- [ (1 R) -2- [ (3R) -6-^ D D-3- [(i^^^JlT 5 / ) -1 . 2. 3. 4-t- h ^ b H 

a-\-^j U -;!/]-] -(iH—r > K-;i/-3-'r;i/^5^;i/)-2-^4^yx5";i/]-4-[(4- 

^□□>'x.-;i/)^::^-]-l-tr^Ui^>;^;U7}^^t)-5 K 




149 



wo 01/25228 
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184 



CI 




a 



IR(KBr) : 3291, 2942, 1632, 1487, 1096, 1011, 822, 743.ciii~l. 
*W!ll50 

N-[(lR)-2-[(3R)-6-i> D □-3-[(v'^5^;l.T$ / ) 2. 3, i-y^ h ^ h H 

5 P-i-^^/ u— ;u]-i-(iH— r>H-;^-3-'r;^p^^;^)-2-:^4^yx5^;^]-4-[(4- 



IR(KBr) : 3306, 2938, 1636, 1487, 1148, 1090, 752. cm"^ 

mmm isi 

10 N-[(lR)-2-((3R)-6-i5' D D-3-[(>?^5^;UT5 J) 2,3. 4-^^ h ^ t H 

p-i-^y u-;i/)-i-(i-'r > H-;i/-3-'f ;p^^;w-2-:t4^vx5^;w-2-(4-tr 




o=s=o 




a 



wo 01/25228 ^^2^ PCT/JPOO/06937 
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mmm 28 tmm\zi.xmm^t^m^nrzo 

IR(KBr) : 3399, 2940. 1642. 1487. 1101. 743 cm~\ 
MASS (FAB).m/z 552. 3[(M+H)+] 

mmm 152 

N-[(lR)-2-((3R)-6-i:7 0D-3-[(v^5=-;i/7'^y)^^;i']-l. 2. 3. 4-^h^t: H 

u-\-:^y UcriJW-i-d-'f >K-;W3-'f ;i/^^;i/)-2-:r=^^vx^;H -3-[i- 

(2-fc HD^i/-2-^5^;i^yD/^y-1';i/-4-t:°^U>?^;i')yD/\°>T5 F 

"^N-^ ' 0 

f-VoH 

0 

10 2-[4-(3- [(lR)-2-[ (3R)-6-i:7DP-3-[(>'^5^;P7^y)^5^;i/]-l. 2. 3. 4- 

7^ h t K n-1 -4^ y ij - -i - (i — r > H — ;i/-3— r -2-:t^ y x^^ 

;W y ^ y -3-^^ y y D if ;W -i- tf^ u s^x;w -i , i -i^y 5=-;i/-2-:^4^ y 

;i/ T-lTT^— h (SOmg) cDx^y-;]/ (eml) 5N TK^ib^^- h U "i^^A (0. Iml 

) ^m^. ^^x- i^mmmwi^Tzo KjiC-mmizTK^m^. g^mx^;u-rtttHu 

^•^y^- (MPB?^^ : ^^it>/p^x^;i/=i/i, i^^x^;i//p^^/— ;u 
10/1-5/1. p^i^'y-;!/) xmmL. mmit^m (50mg) <&#^^Bt»cJK^*<i:LTt# 

IR(KBr) : 3275. 2934. 1576. 1437. 743cm-l. 
20 MASS (FAB).m/z 636. 3[(M+H)+] 
153 

N-[(lR)-2-(3R)-6-^pn-3-[(i^p^^;l/T^y)p^5=-;U]- 1. 2. 3. 4-^h^t: K 



wo 01/25228 
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I 




i-[2-(R)-7^y-3-«>H-;i'-3-<;i/)yn/iy-r;i']-6-i5^PD- 

5 3-(R)-(N.N-vf>5^;i'7^y)^5^;P-l. 2. 3. 4-5^h5t Hd:^^/U> ( 
300mg) :feJ:tXN-X^;W>''ryyDtr;i'T5>(0. HmO^TIlh— h u;ui§^ 
(10inl){;i, Mi^N. N' ->^X^->>-r 5>?;K200rag)^ilP^;^Co ^^IrZO^mm. 

-r VyDhr;i/y5>(0. 14inl)(DT-fe hXhU;|/^^(5inl)<lrSnA^. SJ^?g^^ 

^4^tf->/e^i?x^;i/=4/i~i/i)TrM$S{b, ^j^^fb-^ 
tl(250ing) ^#^B4fe)|sj>^<i: VX^fco 

1h-NMR (CDCI3) 6 : 1. 93-2. 17(4H. m). 2. 13(6H. s). 2. 8(4H. br m). 3. 0(1H. 
15 br m). 3. 3(ia br m), 3.4(4H. br m). 3. 5(m br m). 5. 2(1H. br m). 5. 6(2H. 
br m). 6. 8-7. 5(8H, br m). 7. 9(1H. br s). 
MASS (FAB).iii/z 523. 2[(M+H)+] 

mmm i 

u) Mmmix-n^nrcit^!^ 50. omg 

20 (2) 1 — X 34. Omg 

(3) hO'^aani^mm 10. 6mg 

(4) h^'EnziiymB ((Diom 5. Omg 

(5) X^7^J>mT^:^^zyOA 0. 4mg 

(6) :^)l^=^>-}^^)V±)l^n—7.i]JUiyOA 2 0. Omg 
25 m 12 0. Omg 



wo 01/25228 ^^^^ PCT/JPOO/06937 
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-^mzm^^B (1) ~ (6) ^m^i^. ^mmz^otmL. mm^'^^rz. 

o 

m^m 1 

>^ (Molecular Cloning) .1 9 8 9 ¥S)K{3sS«c(7);^?5fe(;it!eofco 
(1) t h • y-T hX^5^>W-fe:7'^-geM-tf >'*iS'-l'y4 (hSSTR4) 
DNA(?5^D — 

^^<^t hS STR4DNA©:^Sge^J CRohrer^>, ^ P v>iJ/ • ^^^7^ 
10 • -tf •:^>'3:^;i/-y;^j-x^--:t:/--y--rx>-lrX-:3.— XXX— (Proc. Natl. 
Acad. Sci.. USA)90#, 4196-4200M. 1993^] DNAp^-'J irfT— . 

S4- l*5J:rXS4-2^-&^U;t„ S 4 - 1 coiB^iJfi, 

5'-GGCTCGAGTCACCATGAGCGCCCCCTCG-3' (Se^iJ 
S4-2cDgB^J«, 

15 5'-GGGCTCGAGCTCCTCAGAAGGTGGTGG - 3' (gH^iJ# 
^ : 2)-C$>^o 

mmhLXit. bK^fe#:DNA (^a>y^y^^. 3^ P ^#^CL6550-1 
) ^.^Vif^o s^DNA 0. 5 ng(C±fBDNA:^Urf7 — ^■^n-6n2 5 pmol 
-r^in;^, P f uDNA7}?iJ^^-if iXh^^^->m)) 2. S^^^ffl^i 

20 x^v ^^-iimmKJt^^ntii-Drzo Rjit:-mfs.^\t. p f udnati^u^^— 
ifizmM-^ntzm^miz'^-Dtz. 

t-Z.:^. S6*J<hT'2>1t-rX (^m. 2 kb) CDDN A8lrn-;{>^'#S6<J(3iii|B^nT 
25 lifeo ^DNA8frJtSrT;^P-xy;i^75^e>^fe{CL:^7i^oTlHliRL, Hinc 
I NT^i^Lfey^xa KpUCl 1 8t3i^Mb, n>tfT->Niz:;i^-Tr 

S'5::^J3im (Escherichia coli) J Ml 0 9 {CJI^Mfe^ Lfcc ^DNA^ff)!-^ 

^Stff^BALF DNAi^-'ir^-y— (:7 T;i/V->T^tM) T*^AD N AgfrM" 
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(2) fc h • hX^5^>I/-ky^-MSKlt7'5'<y4 (hSSTR4) 

5 cHo (^^^ zL-x/\A7.^-9m) mmx<D^m^^ ^-tVTit. p 

AKKO-1 1 l^ffll/ifc, pAKKO-1 1 iit:k<Dj:o\zvxmmvrzo 

<^m^^ 5-076385 ^'j^mzmmo) pTBi4i7yO^ ^mmmm (h i n 

dl I I) *3=tr/MI5g^^ (CI a I) mmiZjz-DTSRay'u=E-^-i5^ 
tXpo 1 yA#iO'>i5f:h;U^^tf 1. 4 kb®DNA8ffH-^#^c, pTB 

10 3 4 8 (Naruo. K. et al. ^"^-f^t^^iJJ]^ - T>\^ - /"^-f^^y^ - ^J-^ 

— 5^ • 3 ^ ^r— i^a >X (Biochem. Biophys. Res. Commun. ) , 128#> 
256-264M(1985)) ;^^e>$iJPM^^ (C 1 a I ) 43j;D^'^M#m (Sal I) MS 
(Cj;Oi^t HP^^jlTca^^jte^ (dh f r) ^^-^4. 5 kbcDDNAIKfit 
^fffco iltie>®DNA»rM-^T43l^U;^^-if5{LStC«fc«95^i^^^t&5j5S^(C 

15 bfc^, T4 U;?f— tfldckOBiSb, pAKKO- 1 1 ly^X^ H€r!glilL 

:i*:l::> t h • S STR4 DNAgifn-^wr^y^xs K 5//g^^Jpg^m 
(Xho I) Ttmbbfcf^. 1 %T;^/n-X^*;i/«^*®!j<^ffVi. bh • SS 
TR4$:3-H-r'g> 1. 2 kb®DN AI|lfM-^lHliRL;^c, -^UT, ±IS©^;^^ 

20 i^iS'-pAKKo- 1 1 1 (5. 5 kb) 1 fig^mmmm (s a 1 1) -vmiti. 

, t:h-SSTR4 DNA8ifM-^|fA'rs;'5:8e)©i7D— n>i^gBfi:^f^ML;^ 
o ^^m.^^i^—Wr>T-tl. 2 kb<DDNAI|fr>tt^T4DNAU;tf— bf^ffl^i 

ife#:(7)4';&^^h h • SSTR4 DNASffn-J^^'^D^— iS7 — (C>t?f bT)lS^I^{;i# 
25 A^nfe^^y^X^ KpA 1 - 1 1 -h S STR4S:#feo ZlOJ^Wfem^: 
(Escherichia coli) JMl 0 9/pA- 1-1 l-hSSTR4i: 

(3) k h • VT hX^5^>I/-fe:/^-MeK-y->^^'r :/4 (hSSTR4) 
DNAOCHO (dh f r") mm^(DmXii^m 
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CHO (dhfr-) *fflJia 1 X 1 0 ^SHSa^, fiS 8 cm(7) vi^-l/^fflV^T, 

1 0 %^ '>m*Mikm^^ts/\AF 1 2^mx'2 4mm^mi^. ^com(;:±tg 

Tft^ch h • S STR 4 DNA%i^:/^X^ H pA-l-ll-hSST 
R4, 1 0 Mg^U y^t3)V-yOh.^ (Cell Phect TransfectionKit -.Pharmacia 

("Tt^cj:^-^. dh f vmm ^m^i^tc. $e>tc. m^^ntz.mm.^m 

10 ^^iBflStt^a'J^fflM®^ C5 OmM hUX-*g®?, iDiM EDTA, bvM mt 
•^^^■^iy^K. 0. 1% BSA. 0. 2mg/ml /\'>^h^'>>, lOjtig/ml 
^y5^>. iMg/ml ^:/X^^>, 2 0 0 units/ml y:fuj-z.y (pH7. 
5) : T^IRb, 0 0 2 X 1 O^^fCiiMLfCo 2 0 0 ^1 

5 nM['"I]-yThX^5^>- 1 4 (2 0 0 0 Ci/mmol. 
15 TTv^Attm) 2//l^mi]nL., 2 5 6 0 5:)'FbM >'4^:3.'^->'3 >b;t 

o #iNFS6<J^^« (NSB) ^?lte-r^/ti6{C, V7hXi5'5^>- 1 4 

(1 0-4 M) 2Ml^iJ0x./!:5^i— >'*t>-r>+^'^— 5>3>L/io 
C5 0 mM hUX-J^^> ImM EDTA. 5 \M m'C^ ^^-l^"^ (pH7. 
5) ] (1. 5 ml) ^^JDL. GF/F;tf^7.g|J^^M (Whatman^) T'^jg, 

20 -^^xzwrnmrn. (i. siiiDT^ife^L.;/^:, 5j®<7) c'"n ^y-%'oy'^--(im'^ 

Lfc. W K7.^5^>ig-&S14<Di^l/ijaB)}a^> hSSTR4-l- 

(4) h • y-T h7.^5">U-fey^-MeM-y-:/i5^<y4 (rSSTR4 
) DNACDiJ7n — ->i7^ 
25 hS STR4 DNACOJtSiH^J CBito.H J. Biol. Chem. 

, 269#. 1 2722-1 2730M, 1994^] \zM-^^. DNA^TU rn'-^-, S4-3*3 
J:(ycs 4-4^-&^bfco 

S 4 - 3©@2^iJti. 5'-AAGCATGAAC ACGCCTGCAACTC 
-3'(iB^iJ#^: 3)a5D. S4-4CDg5^J«. 5'- GGTTTTC AGAAA 
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GTAGTGGTCTT- 3'(SB^J#-^ : 4)T$>^, 

^MtVXit. Sprague-Dawley^>7 l-7&^^^fe#:DNA^E a s y-DNA 
TMKIT (-r>b'hDy> (Invitrogen) ttM) ^ffiV^TP^Lfc tjO^^^ffl 
b/iio ^DNA 0. 5 TigiZ±t^DNA^^Jzi'^-^^n'etl2 5 pmol-ToJP 
5 TaKaRa LAPCR KIT i^:^^ (TaKaRa) ^M) ^fflV^TTl^ 

gw<h-r'5-y-<x mi. 2 kb) <ddn Am^tmmmzm^^tixi^^rz 

10 „ ^DNAglfM-^T:^/ □-xy*;l'}6^e>#r*lc:Lfc*>*oTlEliRLx, ORIGIN 
ALTA CLONINGKIT (Invi trogenftM) (D^^^— (pCRTM2. 
1 )\zm^V. zi>\:iy^yh±)VX^^±mm (Escherichia coli 

) J U 1 0 9 Izmm^rnVTzo |gDNA|ffM-^^?^>^^X5 H^WT^Jl^Kfe 

^i^^m&LVs myt^m^m^^rz^mmmmmmmmmAhF dna^-^ 

15 >li— (:7T;i'-7">Ttt^) T'*fADNA^itoiaSi5^J^5i^b:^«i:c:^, 

(5) h • W hX^^>l/-fe:7'^— ^eK-t^-:7*i5'-ry4 (rSSTR4 
20 CHOMia"rcD|g^^i^i$7 — ^:bT«, ±s3®pAKKO- 1 1 1 ^fflVi;^ 

o 

ilBTt^^nrc^^y h • S STR4 DN ABfrM-^WT^y^T. ^ K 5 Aig 
^m^mm CE c o R I > xm<tl^. T4DNAp o l yme r a s e^Mh 

25 1. 2 kb(DDNA6|frn-^lHliRL;^o ^LT. ±tBO!^^^i^ ^5^- p AKKO - 
111 (5. 5kb) IfJLg^mmmm (Cl a n xmit. T4DNApoly]nerase 

, 43ctZ>'Aikaline PhosphataseMSb, ^^yh-SSTR4 DNASlfM-^# 

x-r^rc6t>(D^a-~>^u^^i^mvrzo mmm^'i7^-m)^t i. 2kb©D 

NA8>rn-di^T4DNAU;^f-ifS:ffll/iTig^b. ;5Jt&^^^lg{l:;<7;l/>"^A^ 
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iZX±mmJUl 0 9izmXL. mW&Wk^<r)^t^<h'y y h • SSTR4 DN 

Am¥rij^-:fu^--^-\znL''zm-jjmznx-^ntz^m,zf^7.^ h p a i - 

1 1 - r S STR 4^t#fCo c:c7)J^KE^#:^;^J!iM (Escherichia col i) J 
M109/PA-1-1 1-rS STR4<i:^5^L)^o 

5 (6) ^';/ h • VT hX^5">l/iiyi5'-SaMit:/^-ry4 (rSSTR4 
) DNAOCHO (dh f r -) .mm^^omXt^^ 

CHO (d h f r") X 1 0 ^m^> it^ 8 cnKDv-^- l/^ffl^^T, 

U^vF^W) T2 4P#F«^ig«b, ^(Dmm\Z. JitBTtf;^^^;/ h • SSTR 
10 4 DNA^3^y-^X^ hM p A- 1 - 1 1 - r S STR4, 10ug^^)>m. 

(Cell Phect Transfection Kit ; Pharmacia) T^aL^. 

^t^mm (TfjitD'^. dh f r+m) ^m^^^rzo ^^iz. m^-^ntzmm 
^^>U'-ti:/^-MeK^3^tg$r±iBte«ccoA'< >T'-r >yT -^/-ti-r iz^Kimi 

4-2 0-2 S^miRVtzo 

(7) y7hx^5^>^-feyi5'— 4 ^-^wr '5 c H ommmm^(Dmm 
20 t hiJcktJf^-y h • y-T hx^5^>U'-fe:/'^-4^^CHOiffljiai», hss 

TR4- 1 -2.$>^\^^^T SSTR4-20-25(lXl 0 «®) ^ 5 mM E 

DTA^mmLfz^j >mmm^m^^7i(. (pbs-edta) iznm-^'^tm'L- 

Vfzo mm(7)^Uy hlzmmm^'^i^^---h/'<yyT— (1 0 m NaHCOg 
, 5 mM EDTA, pH7.5) ^10 mlJP^, U h P >3jN^>^:h-r tf— ?£r 

{cioo, 0 0 0 fiexmmm'i^v. mm^ovcmm^mzo zLCDtmm^ 

2 mlC7)T^y-tr</tu/7T— [25 mMTris-HCK 1 mMEDTA(X 

^u>-J7^ymmm) .0.1% B s A ('^->jfii?ty;i/:/^» , o. 2 5 mM 
PMSF (:7x^;upt5^;px;P7ts-;i.7;i/:t^-r K) . lAig/mi ^•fx^'^y 
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, 2 0/j.g/m\ 0-(^zf^>. 1 0 ULg/nl y^Xy:i''^^\^>. pH7.5]{C 

mmv. 1 0 0, 0 0 oxgTiutrBi^^L^bi^co ttm^^i^xmu^tircmm 
5 mmm 2 

(1) ' v'7h7.:$^^>u±:f^-mmn-^:fi$^^yi (sstrd d 

i^^^CDt h • S STR 1 c DNA(Dl^Sia^J Ct/Ov— >?>^ • r:^:/ • 1f • 
:^-'>3::J-;U-T;^x^— •^:/-lJ--rx>X-:3.— XXX— (Proc. Natl. Acad. 

10 Sci.. USA) , 8 9#. 251-255 1 9 92^3 iZ^lS^^ DNA^^J 
=f-7-S 1 - l*3<fct;?S 1 - 2<&'&^Kb}to Sl-10gB^J«, 5'-GGTC 
GACCTCAGCTAGGATGTTCCCCAATG- 3' (g5^J#^ : 5 
)X$>D. Sl-2<D^mit. 5' -GGTCGACCCGGGCTCAGAG 
CGTCGTGAT-3' (BB^J#^ : 6) X$>^o mMiiVXit. b h^fe# 

15 DNA (i^U>v^yi7^. :t}^u^m^Ch 6 5 5 0- 1) ^m^^fz. MDN 
AO. 5 n g{CBulBODNA::r'Jzf-7— Sr^n-e*n2 5 pmo 1 JQA, Pfu 
DNA/J^U ^^-if (X h^iS^ 2. 5#^<^rffl(.iT7j^U^^— ti 
jeil>SJS^ff ofio ;K;l;;|^mfijc«. f uDNA>i^Up^^-if{C^#$n}t 
*t^»{CtJeofc. Rft^mmt. 94X:X'l^m. 63X:Xl:^m. 7 5X:X2 

y)vxmm.^mhrzt^^, m&^t-r^-^r-ix mi. 2kb) codna^m- 

:*^'#^6^(Cit>lJS$nTl.ifco MDNAI^)t^T:^P-xy;U;&^^'^^{;it^eoT 
miRb, H i n c Il-tf-r hTWg^L/ipUCllStC^^L. r3>lf^> h-fe;i/Ta& 
^XvxUty HU (Escherichia col i) J M 1 0 9 {c:?^Kfe^U;to ^D' 

i!lii»ga^J^*fgaALF DNAi^-^>1^— (:7T;p-7i>T*t^3t) Tjf 
A D N A it ©^sia^j Sg b i ;i 5 , ±tSie^j75>^ ^^^.^n-ST^/^ 

(2) t h • yehXiS'5^>i/-fe:/^-geM-tJ-:/i$'-r:/i (sstri) d 
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AKKo- 1 1 1 ^m^^fzo p AKKo- 1 1 1 it'AcD^o izmmi^fz. 

^5-07638 5^<e^WZnd.m(DpTB 1 4 1 T^i^^H i n d lU^^lf 
5 C 1 a l5aS{c:cfcoTSRa7'D^-37-*5j:Z>'p o 1 yAm^^i-)l^^ 
■^tri. 4 kb(DDNA^n-$rt#^Co ^fc. pTB3 4 8 CA-T • 
T> K • /N'-r^y^ >^;^j;U • U+I-— 5^ • n^jx-^— '>3 >X (Biochem. 
Biophys. Res. Commun. ) , 128, 256-264 M. 1985^]7!>^bCl 
a I*3cttJ^S a 1 iMa^CctOS^t HPm^MTC^^ (DHFR) it^^^^ 
10 ti4. 5 k b(DDNA^n-<£:#:^« Cine.<^DNA^n-<^T47i?U^^— if^a 

m\z^om^^^mmmzLrzWi. r4^jis—^\z^K)mmh. pakko- 
111 y^x^ \^^mmvrz. -A^zmt^ ( d -rtt^nrcb h ♦ s str i d 

NA^n-<&Wr^y-^X5 H 5 M g^^iJIS^^S a 1 IT^mt:L;^c^, 1 %T 
;?/D— xy*;i/«^^)cijb^tTti. fc h • S STR 1 ^3— Hf ^ 1 . 2kh(DD 
15 NAg/rit^teliRL/c. -^-LT, 15120^31 ^^^7 ^$7- p AKKO- 1 1 1 (5. 
5kb) iMg^Sa 1 ITt^-fbL, th • SSTRl D N AKffn-^JfAt- 
^fcJ^t^i^ n-- >y^{i^f^^bfco m^m^'^i^—mh-t.i. 2kb(DD 
NA8ffit^T4DNAU:^f— tf^ffli^T^-^b, ;K;r-?S^|^'fb;^;u A?^ 
T;^!lffi JMl 0 9{::SAb, ?^Kfe^#<7)'t'*^^>t: h • S STR 1 DNA 

20 l^n-75t:/p^:-^S7-^-^UT]li^[^a^c#A$t^;t%3sy^x^ Hpa i - i i 

-S STR 1 S:l§;^o C(DJ^Mtem#:^X>'x'J =i'JJM10 9/pA 

-1-1 1-SSTRl i:^^-r^o 

(3) h h • y-T hx^^>i/-fey^-saM-ti->^iS'-r:/i (sstrd d 

NA(DCHO (dh f r~) jMBS'^cDSAi^^ 
25 CHO (dhf r~) M 1 X 1 0 ^ifflflS^, it^S c mOv^-l/^fflV^ 

T, 1 0 %'>vfl&],eiflim^'^tjAAF 1 2^iftT2 4mmmmv. :i(Dmmiz 

mZ (2) Tftfct h • S STR 1 Hi pA-1-1 

1 - S STR 1, 1 0 // g^'J >^;d;U->'>A?4 (Cell Phect Transfection 
Kit: Pharmacia) T^AL^Co mX2 4mmm. 1 0 xm^'^^ i^fih!,^stL 
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^Lfzo iih ' ssTRcDNA^mmmw^mi^mmmm csomMcoNu 

5 XWk. lmM<^EDTA, 5mM<Dl^it'^^:^''zy'yA. 0. 1%®BSA, 
0. 2mg/'m 1 OA->!-^->>, 1 0 m g/m 1 (DP-T ^:/5^>. iMg/ 
m 1 (Z)^7°X^5^>^ 2 0 0 u n i t s/m 1 CDT-7°D5^zi> (pH7. 5) 
3 T#«^Lx, M^^2 0 0 11 imrzD 2X1 0 ^MtCsiML/^c. 2 0 0^1 
^5"3.-:/{c:^aL. 5 nM 2 ^ n -y'7hX^$'5^>- l 4 (2 0 0 0 
10 C i /mmo 1 , Amersham) 2 1 Sr^jDb, 2 5*0, 6 O^f^^ >=^:i^— 
'>3>bfeo ^^MWJ^'^* (NSB) ^S'J^-r^;^86t', V7h;^i5' 

o C5 OmMc^ h UX:^^. ImMOEDTA. SmUOmf? 

^^zy^j^ (pH7. 5) :i (1. 5ml) ^mmv. G¥ •»=77.mm^ 

15 m (Whatman^t) "r^jg. $^>(C|^M«^ (1. 5ml) TiJfe^U^c. ^tE® C 

'^'ttCOiSl.iWtt, S STR 1 -8- S^il^Uy^o 

(4) t h • y-^ h7.:57 5^>I/-fe7'iS'— SeK-y-y:$'-ry2 (SSTR2) d 
NACD^D — 

20 ^^(Dhh • SSTR2 cDNA(^:i[SS2^J C'T'o v"- >?>i/ • • 1f • 
:^-iX3:^;P- • ^:/--th-rx>X -a.— XXX— (Proc. Natl. Acad. 
Sci., USA) , 8 9#, 251-255 1 9 9 2 DN A^U 

PT- l*5cttXPT- 2 ^^fifeL.;^., PT-l(DiH^J«, 5'-GGTC 
GACACCATGGACATGGCGGATGAG- 3* (@B^J#-^ : 7) T 

25 PT-2<75gB^Jtt, 5' -GGTCGAC AGTTC AGATACTGG 

TTTGG-3* (SB^J#-^: 8) TaS-So thTS^cDNA (^□>5^';/^ 
tt, ;^^^0^#^7 17 3-1) ^mmLVzm^^tZo McDNA 1 ngd 
MfSDNArtUlfT— ^^tl-€^n2 5 pmo.lJP^, T a q DNA/J^U p< ^- 
(SMig(^)) 2. 5mfiL^ffl^iT#U^^-ifiimS^S:^ffofco 
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m-±. 9 4 "CT 3 0 5 2 "CT 2 0 ^i-tal 7 2 "CT 6 0 ^l^-i 

<hLT. 3 0^^ ^JVmK) mVfzo 1 %7;^*D-xy;i/Tm^j*Sbb 

fet;i^> ^^tT^-tl-^ X mi. Ikb) cDDNAKffH-;i>^*i|tM&^{iiii|ii$ 

5 nx^^^fco mDNAmi^^7^u—xym^i^'^m\zm-Dx^i^L^. Hinc 

tr nU (Escherichia coli) J M 1 0 9 (CJ^HSi^b;^. MD N ASff>t^ 
^tyy^X^ H^Wr^?^Kfe^#:^2tt (No. 543cfctXNo. 7) iitfeb, ^^fe 
mSrfflti/ceiljite«@2^iJj^*»f^M3 7 3 AD N A>'-^>+)— (T:/^-r hV\' 
10 -r^vX-T^Att^) TjfADNA8lfit©*&SBB^J^5l^,b^,>:C:^, Ho. m(D 

s a 1 I - B s t p I r«i(7)7 7 0 ^-xe^it(Dg23?'J4'tc.^^^*n yp^fai^^ 

n. No. 7^CDB s t P I - S a 1 I felO 3 6 0 ^— Xll»f>tOSe?iJ'^^{'.#.^^S/^?^* 
1 ^mfii^^tl/io No. 5^(7) B s t P I - S a 1 I ^>t*5=fcO="'No. 7^ 

<DBs tPI-Sal I ^m^^tz^Domh-^. T;tf D-xH^^^lcWiTm^b 

(5) t h • h7.iS75^>k-feyi$'-saK-t)-y^-ry2 (sstr2) d 
20 cHo {^^-( zL-xjM^T.^-^m) mmx(D^m^^^-izvx\t.. m 

IB (2) fB«(DpAKKO-l 1 1 ^rffiV^fcc WIS (4) Tl#e.nfc:th • S 
STR2 cDNA8lfn-^^-r^>^^xa KS^ig^^iJPS^^Sa 1 IT^^^bb 
7t^. 1 %T;^3D-7>y;i/«m^1<S!j^ffVK t h • S STR2^=l- H-r-5 1 
. 1 kb<DDNAKlrM-&|EliRL.feo ^UT, MtB^^^^ iJ'- p AKKO- 1 
25 11 (5. 5k b) iMg^&Sall xmitX^. t h • S STR 2 DNA»f 

1 k bODNAK^M-^T4DNAU:^— tf^fflv^TlS-^b, ;Sfc:^r^$:yilb;^;u 

'>'^A?5fe{3-r;*cj!iM JM 1 0 9 {Ca»AL> ?^Kfe^^*®'t>/^)^ ^ t h • S STR 

2 DNA^)^i)^iru^-^'-\zn\^xmii]pi\zwx-^ntcn^'X^x^ kp 
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AC0 1<&t#fe„ dWK^^^^XvjiU ty nU (Esherichiacoli) J 
Ml 09/pACO 1 tm^-t^o 

(6) t h • hx^5^>u-fe:/^-SSM-tt:/^-r:/2 (sstr2) d 

NACDCHO (dh f r~) mm,^(DmAh^^ 
5 CHO (d h f r ~) mmiX 1 0 ^m^, it^S cm(Dzy^ — U^mi^ 

T> 1 0 %'^v)i&iejfiim$:'^trAAF 1 2igmT2 4mm^mv. dcomjc 

HiifB (5) h • S STR 2 c DNA^^7°^7.5 H pACOl, 1 

0 u S^V >M:^JVzy^Af^ (Cell Phect Transfection Kit; Pharmacia) T 

--y-^V. tih • SSTR2^ffi^^-r'&m», SSTR2-HS5-9 

(7) t h • yvh7.i5^^>^-feyiS^-MeMti-yiS'-r:/3 (sstrs) d 

15 NA<O^U—=L>^ 

^^(Dh h • S STR 3 c DNAOlt^gea?!) X> Hi^ U / D 

V— (Mol. Endocrinol. ) , 6#, 2136-2142 1 9 9 2 

DNA;tUrf-7— , S 3 - liJcttKS 3 - 2 ^-g-^b;^. S 3 - 1 (DiH 
mt. 5' - GGTCGACCTCAACCATGGACATGCTTCATC 
20 -3' (iE^J#^: 9) X$>r). S 3 - 2 <7)i23^J«. 5'-GGTCGACTT 
TCCCCAGGCCCCTACAGGTA- 3' (iE^J#-^ : 10) X$>^o 

0-1) <SrfflVifco MDNAO. 5 n g trtufED NA:^ U zf-^— ^^tl^'tl 2 
5pmolJnA» P f uDNA7}^Up^7— if (X h^iS7>?->(t5fe)) 2. 5# 
25 fi<£:fflViT3l^U^^-ifBm^|^;$fi^o;fco SJ^?^m^«> PfuDNATHU 

3kb) (DDNAmh-^mmmizmm-^nxi^^rzo mm^m^^^m-^n^T 
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(8) t h • V7 hX^5^>U'-li7°^-MeK-tl->^^'ry3 (SSTR3) D 

cHommx'(Dmm^^ ^-tLx\t. buie (2) laacT^pAKKo- 1 1 

5 l<£:ffl^^fe„ (7) T^#e>n;tt h • S STR 3 DNA^^it^WT^y 

^7>5 H 5 u s'^pmmms a i i -emb^c^. i %7isn-xyjun^^ 

m^m^ t h • SSTR3^:3-H-r^l. 3 k b(7)DNA^>t^lE]iKb;^ 
o^LX.mt^<D^M^i^i9—pAKKO-lll (5. 5kb) l^ig^S 

10 ^'g|5^^f^^ifeL.^o M^^^^iS'-.h 1. 3 k b(DDNA8lrM-t^&T4DNA 

viJ—if^mi>xm^L. ^jt^m^miti:j)i~>'y2^m\zx±mmjMi o9\z 

mXL. J^Mfe^^#:(D4'/6ie> t h • S STR 3 . D N AK)t;</^^ya ^"^-(3 

*fLT)ii;^r^{::JfA^nfe^^y^xa KpAI - i i -s STR3^t#/io 

il©?^Kfe^^*:^X->a:'J tT 3U (Escherichia col i) JM10 9/pA 
15 - 1 - 1 1 -S STR 3 (h^^-r-So 

(9) \zh ' V^hX^^>U±:-:f^—m:&n-*^':f^^^3 (SSTR3) D 

NA(DCHo (dhf r~) mm^(DmAt^m 

CHO (d h f r ~) mm IX 1 0 tt^ 8 c m(D->^- 

T. 1 o%'^'>B&ieifiim&'^trAAF 1 2mmx2 4mm^mv. zLommiz 

20 tflS (5) T#:^t: h • S STR3 DNA^^y^X^ H p A- 1-11 

-SSTR3, 1 0 tis^')>mti)Ui^OAf^xmxvrco mx2 4mm'i^. 
^^^1 oxmrn^yiy^i^ifKm^^tsDMEumm^zm^x. ^mi^xnn- 
-^mf^-r^mm (-rt^io-^. DHFR'^m) ^m^i^r^o ^^biz. 
tirmm^ m^mmm tc j; ^ xm-mm^^ ^^a-->^L. z.nib(Dmm<D 

S S TR 3 - 1 5 - 1 9 ^il^L^o 

(10) t h • y-T VT.^^yvt^^-mBm.'^y^^y' (s STR 5) d 



wo 01/25228 



PCT/JPOO/06937 

198 



^^cDt h • S STR 5 c DNAOlt^BH^J CBiochem. Biophys. Res. 
Commun. , 1 9 5#. 8 4 4-8 5 2H, 1 9 9 3^] Iz^-^^. DNA^TU^f 
•7-. S S 5 - 1 ©Se^iJti, 5'-GGTC 

GACCACCATGGAGCCCCTGTTCCC- 3" (iB^J#-^ : 11) 
5 S 5 - 2 (DgB^JfS, 5 ' - C C GT C G AC AC T C T C AC AGO T 

TGCTGG-3' (@B^J#^: 12) TaS-S, mmtVXit. fc:h^fe#:DN 
A (^ny^y^^. :^^5'D^*#-^CL 6 5 5 0 - 1) ^m^^fZo MDNAO 
. 5 n g{3lulBDNA:tU 3fT—$^n^'n 2 5 pmo 1 Sn;!. PfuDNA 

tJ^o^o Rfi^^mt. 94x:'vi^m. 6 erTi^^-rsi^ 7 5x:t2:«'Fh1^i 

m^wiLfzh:!^. m^t-r^-^^x mi. ikb) cDDNAf^M-/i)^^iits6^ 
(cmiis^nTVifc. wm (1) ts«o^?S{c.fcOi^DNA®fn-oife»@a^j^«i 
15 ^bfe^d^. mmn&mi!)^i^^m^n^T^ym§&mt. mmxmzn^m-^ti 

(11) t h • y-^ hXi$'^>Hry^-MaMlt7'iS'-ry5 (SSTR5) 
DNA©^^y^X5 FOM^ 

CHOi^flSTcD^i^^i^iJ^— iiLTtt, WIH (2) f2m(7)pAKKO- 1 1 
20 l$:fflVifCo HUBS (1 0) T#e>nfet: h • SSTR5 DNAI^it^WT^ 
T'^X^ H 5 At g<£:*llHli»3^S a 1 I Tmbfc^. 1 %T:^P-X^*;um^ 
^Icilj^rfTl.^. t h • S STR 5^zi-F-r^ 1. 1 k b ODN Ag^M-^lHliRL 
^LT. BUSBCO^^^^^— p AKKO- 1 1 1 (5. 5kb) 1 At g ^ 
SallTti^bL/, tih-SSTR5 DNA^)t^if A-T-SfcJexD^^ 
25 >^^^^i^^VrZo m^m^^^-m>itl. l kbCDDNAI|lfM-i€:T4 
DNAU;^/— tf<£:ffl(.^T^^L., ;EJ«;:*SSr«lfk*;i/->'^ A&JCT;^ilM J M 1 
0 9\zmXV. mn^mi^(D^:f)^ib \ih • SSTR 5 DNAKffM-y^^^^yp^- 

^-fc:ML.TJig;^f^{clfA$nrc^M:/^x5 Hpai-ii-sstr5^ 

nrco dOJ^Mfetfe^^SrXvxU t:7 nU (Escherichia coli) JM10 9 
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/pA-1-1 1 -S STR StSS^f^o 

(12) • 'J-^hX^9->U-^-f^—m&m-^':/^^'y5 (SSTR5) 
DNACDCHO (d h f r ~) Mm^CDmX^^m 
CHO (dhfr~) *Bfl^ 1 X 1 0 ^sffllS^, ItgS c mc^v"^- l/^ffl 

mrlfi (11) -e^#fck h • S STR 5 c DNA^igy^T.^ H pA- 1-1 

1-SSTR5. 1 0 fz g^oymtDii^'yAm'cmxvrzo mx2 4mmm 
--^j^iJisiT^mm (-ruiD-^. DHFR'^'iiffl^) ^m^vtco 
(DyTh7.^^>u±^t$''-mBm^mm^mtd, (s) tm(D;^-(>^^ y^!/ 

Sa^, S STR 5 - 3 2 -4^jlJRbfCo 
m (%) ^5{ta6fcc 

3 ;iil-r^5^'aL^o ^^i|^M^?§^L;tDMSOrg?g2 /ilt. 2 0 0 pM©M . 

20 ^t$s!) 2 5 uit^mmizmmvrzo m:^i^^m^m^T^rztbiz. dmso 2 

Lfeo 4¥^m&3^^^m^'t^rzit>iZ. 1 0 0 AiNKDVT hX^^>CDD 

MSO?^?^ 2/zl<t2 0 0 pMCD^25 I J 25m 

lci:^^j!iat;rcR|^;;^t>|WIBtt^llMLfc:c 2 5 1: ire O^m^Ji^^^'^rz^. Jl^U 
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